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129032, Pyriproxyfen 
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• • • Studies Sent for Review • • • 

• • " Additional Data Package for this Decision • * • 

• • • Data Package Instructions • • * 

Byron- You compleled review ol the companion animal safety study fOt 2517-lN,IL on Nov. 30th and Nov 24th, 2004. Mll1k Suarez completed review 
of effiCacy dil1a(MRID'46 tOO t09) associated with theSe two prodtJCts and noted symploms report!d in all dogs in Test Group 2(see attached excerpt). 
Tllis appears to be inconsi5ten1 wilt! wtHII you reported. Ma!1( has eleclronically sent you a COf1f of the efficacy study 1or turther consKieration. 
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"'" ot.s-i ft '\, UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
s ~-)'1 • WASHINGTON, D.C. 20460 
\--awl~¥$ 

1-).-f{ PRO'\t.C.." 

Date: November 30, 2004 

MEMORANDUM 

OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUSST ANCES 

Subject: EPA File Symbol: 2517-IL SERGEANT'S CYPHENOTHRIN SQUEEZE­
ON FOR DOGS 
DP Barcode: D305953 
Decision No.: 345654 
PC Code: 129013 Cyphenothrin (CAS #39515-40-7) 

From: Byron T. Backus, Ph.D. 
Technical Review Branch 
Registration Division (7505C) 

To: Linda DeLuise/George LaRocca RM 13 
Insecticide Branch 
Registration Division (7505C) 

Applicant: SERGEANT'S PET CARE PRODUCTS, INC. 

FORMULATION DECLARATION FROM LABEL: 

Active lngredient(s): "%by wt 
Cyphenothrin (CAS #39515-40-7) ....................................................... .40.0% 

Inert lngredients: .............................................................................................. 60.0% 
Total: 100.00% 
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JCyphenothrin 40%1 
EPA File Symboi2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

ACTION REQUESTED: 

The Risk Manager requests: 

Waiver request [for] acute inhalation; refer to 2517-IN for other studies and 
companion animal [study]. 

BACKGROUND: 

The data cited and previously reviewed (for EPA File Symboi2517~1N) includes an 
acute oral LD50 study (rat, up~and~down procedure, defaulting to an acute toxic. class 
procedure, MRID 46166103); acute dermal LD50 study (rat; MRIO 461661 04); primary 
eye irritation study (rabbit; MRID 46166105); primary dermal irritation study (rabbit; 
461661 06) and a dermal sensitization study (guinea pig; 46166107), as well as a 
companion animal safety study in dogs (MRID 46166108). The five acute toxicity 
studies were conducted at Product Safety Labs, New Jersey. The companion animal 
safety study was conducted at Stillmeadow, Inc. In addition, there is a waiver request 
for an inhalation study. All studies were conducted on Cyphenothrin~IGR Squeeze.Qn 
for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL, containing 
39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. 

RECOMMENDATIONS: 

1. The companion animal (dog} safety study in MRI D 461661 08 has been reviewed and 
has been classified as acceptable for puppies (12 weeks and older) and adult dogs. 
It is concluded that there is an adequate margin of safety (at least 5X) between the 
exposure associated with the proposed use level for this formulation in dogs, and 
that at which significant adverse systemic effects (not seen in this study, but which 
might include ear twitching, muscle tremors, drooling) may occur. For dermal effects 
an effect was observed in one puppy in Group Ill (treated at essentially a 7.5X dose 
level), but in none of the other dogs (including the puppies in Group II, dosed at 1.5X) 
indicating a reasonably low potential for this effect in dogs treated at the proposed 
use level. 

2. It is noted that the test material in the companion animal (dog) safety study was 
supplied in (and applied from) unidose 1.5 mL ampules. However, the report states 
that the mean volume delivered from a single 1.5 ml ampule was 1.17 mL, and the 
registrant is proposing packaging this product in 3.0 and 4.5 (as well as 1.0 and 1.5) 
ml tubes. This is acceptable only if the 3.0 mL tubes deliver no more than 2.34 (2 x 
1.17) mL and the 4.5 mL tubes deliver no more than 3.51 (3 x 1.17) mL. 

3. The five acute toxicity studies have been reviewed and classified as acceptable. In 
addition, TRB has no objection to the registrant's waiver request for an acute 
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• • inhalation study, based on the product form (a liquid), its proposed packaging (1.0, 
1.5, 3.0 or 4.5 ml tubes or ampules), the method of application (as a spot-on or 
stripe-on to the dog's back), and the relatively low inhalation toxicity of technical 
Cyphenothrin (one report from the open literature gives a rat LC50 of 1.85 mg/L, or 
EPA toxicity category Ill; extrapolating from this the inhalation LC50 value for a 40% 
Cyphenothrin-60% inert product would then be greater than 4 mg/L, or EPA toxicity 
category IV by this exposure route). 

4. Based on the results of the acute toxicity studies, the following is the acute toxicity 
profile for EPA File Symbol: 2517-IL SERGEANT'S CYPHENOTHRIN SQUEEZE­
ON FOR DOGS. The signal word of the product would be CAUTION, as proposed 
by the registrant: 

Study Type 
Acute Oral LD50 (rat) 
Acute Dermal LD50 (rat) 
Acute Inhalation LC50 
Primary Eye Irritation (rabbit) 
Primary Dermal Irritation (rabbit) 
Dermal Sensitization (guinea pig) 

Tox. Cat. 
Ill 
Ill 
IV 
Ill 
IV 

Negative 

Classification & MRID # 
Acceptable (#46166103) 
Acceptable (#46166104) 
Waived 
Acceptable (#46166105) 
Acceptable (#46166106) 
Acceptable (#461661 07) 

5. Based on the acute toxicity profile and proposed uses, the following is the 
precautionary labeling for this product, as obtained from the Label Review System: 

PRODUCT ID #: 

PRODUCT NAME: 

002517-00085 

SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

PRECAliiTONARY STATEMENTS 
SIGNAL WORD: CAUTION 

Hazards to Humans and Domestic Animals: 

Harmful if swallowed or absorbed through skin .. Causes moderate eye irritation. Avoid contact with skin, 
eyes or clothing. Wash thoroughly with soap and water after handling. 

First Aid: 

If on skin: 
-Take off contaminated clothing. 
-Rinse skin immediately with plenty of water for 15-20 minutes. 
-Call a poison control center or doctor for treatment advice. 

If swallowed: 
-Call a poison control center or doctor immediately for treatment advice. 
-Have person sip a glass of water if able to swalloW. 
-Do not induce vomiting unless told to by a poison control center or doctor. 
-Do not give anything to an unconscious person. 
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JCyphenothrin 40%J 
EPA File Symboi2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

If in eyes: 
-Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
-Remove contact lenses, if present, after the first 5 minutes, then continue rlnslng. 
-call a polson control center or doctor for treatment advice. 

NOTE TO PHYSICIAN: Note to PM/CRM/Registrant: The proposed label should contain a "Note to 
Physician". The following statements are suggested types of information that may be included, if 
appficable:- technical information on symptomatology;- use of supportive treatments to maintain life 
functions;- medldne that will counteract the speclflc physiological effects of the pestldde; -company 
telephone number to specific medical personnel who can provide spedalized medical advice. 
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jCyphenothrin 40%1 
EPA File Symboi2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. 
Risk Manager (EPA): 13 

Date: November 19, 2004 

STUDY TYPE: Acute Oral Toxicity- Rat; OPPTS 870.11 OO; OECD 425 

TEST MATERIAL !% a.i.): Cyphenothrin-IGR Squeeze-On tor Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517-IL 
Sergeant's Cyphenothrin Squeeze-On for Dogs {although this product does no1 contain either 
Nylar or Methoprene) with a label declaration of: Cyphenothrin 40.0%. 

CITATION: Moore, G. (2003) Acute Oral Toxicity Up and Down Procedure in Rats: 
Cyphenothrin-IGR Squeeze-On for Dogs. Project Number: 13320, P320/UDP. Unpublished 
study prepared by Product Safety Labs, Food Product Laboratory and Silliker Laboratories of 
New Jersey, Inc. 16 p. Study Completion Date: May 20, 2003. MRID 46166103. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North, 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In an acute oral toxicity study (MRID 46166103), conducted using the 
up-and-down procedure but defaulting to the acute toxic class method, Cyphenothrin-IGR 
Squeeze-On for Dogs (2824) MGK GLP Project #1683A- Lab Prepared, a clear, light yellow 
liquid with a specific gravity of 1.061 gimL containing 39.87% Gokilaht (Cyphenothrin), 3.0% 
Methoprene and 2.00% Nylar was administered by oral gavage at 2000 mg/kg-to a single 
Sprague-Dawley derived 9-week-old albino fasted (overnight) female rat. When this rat 
survived, four additional fasted (overnight) female rats of the same strain, age, body weight 
range (164-182 g) and source (Ace Animals, Inc., Boyertown, PA) were also dosed at 2000 
mg/kg. 

On the day of dosage rats were observed for several hours for mortality and signs of gross 
toxicity for several hours post-dosing. They were then observed at least once a day for the 
remainder of the 14-day observation period. 

On the day of dosage rats were observed at least 3 times within the first 4 hours after dosing 
for clinical signs of toxicity and mortality and then at least once daily for the remainder of the 
14-day observation period. Individual body weights were recorded just prior to dosing (Day 0) 
and on days 7 and 14. Individual body weights were recorded predosing and on days 7 and 14. 

Two rats died within 24 hours of dosage with no clinical signs observed prior to death. Two rats 
which survived showed reduced fecal volume, ventral staining and hypoactivity, with recovery 
by Day 4. All survivors gained weight in the period from Day 0 (predose) to Day 7 and again 
from Day 7 to 14. 
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• • 
{Cyphcnothrin 40%1 
EPA File Symbol iSI7-IL: SERGEANT'S CVPHENOTHRIN SQUEEZE-ON FOR DOGS 

Postmortem necropsy findings in the rats which died showed discoloration of the lungs and 
intestines and fluid filled stomachs. Gross necropsy findings in rats surviving to terminal 
sacrifice were unremarkable. 

Estimated Oral LD50 in female rats> 2000 mg/kg. 

EPA File Symboi2517-IL Sergeant's Cyphenothrin Squeeze-On for Dogs (containing 40% 
Cyphenothrin) is in EPA Toxicity Category Ill based on the results of testing of a liquid with a 
specific gravity of 1.061 g/ml containing 40% Cyphenothrin, 2% Pyriproxyfen (Nylar) and 3% 
Methoprene, based on the observed LD50 {>2000 mg/kg) in female rats. 

This acute oral study is classified as acceptable. It does satisfy the guideline requirement for 
an acute oral study (OPPTS 870.11 00; OECD 425) in the rat. 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 16), and [No] 
Data Confidentiality (p. 2) statements were provided. 

RESULTS and DISCUSSION: 

AOT425statpgm (Version: 1.0) Test Results and Recommendations 
Acute Oral Toxicity (OECD Test Guideline 425) Statistical Program 

Dateffime: Friday, October 15, 2004, 4:37:11 PM 
Data file name: Cyphenothrin-IGR.dat 
Last modified: 10/15/2004 4:37:11 PM 

Test/Substance: Cyphenothrin-IGR 
Test type: Limit Test 
Limit dose (mg/kg): 2000 
Assumed LD50 {mgikg): Default 
Assumed sigma (mg/kg): 0.5 

DATA: 

Test Animal Dose Short-term Long-term 
Seq. ID (mg/kg) Result Result 

1 8040 
2 8198 
3 8239 
4 8372 
5 9407 

2000 
2000 
2000 
2000 
2000 

(X ~ Died, 0 ~ Survived) 

0 
0 
0 
X 
X 

0 
0 
0 
X 
X 

Dose Recommendation: The limit test is complete. 
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fCyphcnothrin 40%1 
EPA File Symbol 1517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

SUMMARY OF LONG-TERM RESULTS: 

Dose 0 X Total 

2000 3 2 5 

All Doses 3 2 5 

Statistical Estimates: 

The LD50 is greater than 2000 mg/kg. 

. ~ ; . ' . . . ~ 

. : . rv:lor.t~iityfN~_mb~r T~ste~ 
·. :·.Dose (mg/kg bw) ' · . ~ . ·:· ; : .• ' .. 

. .. Females C_ombined .. 

2000 2/5 

Statistics - Not necessary to compute the oral LDsCJ· 

A. Mortality- As noted in the table above. 

B. Clinical observations- Two rats died within 24 hours of dosage with no clinical signs 
observed prior to death. Two rats which survived showed reduced fecal volume. ventral staining 
and hypoactivity. with recovery by Day 4. All survivors gained weight in the period from Day 0 
(predose) to Day 7 and again from Day 7 to 14. 

C. Gross Necropsy - Postmortem necropsy findings in the rats which died showed 
discoloration of the lungs and intestines and fluid filled stomachs. Gross necropsy findings in 
rats surviving to terminal sacrifice were unremarkable. 

D. Reviewer's Conclusions: The study is acceptable. EPA File Symboi2517-IL Sergeant's 
Cyphenothrin Squeeze-On for Dogs (containing 40% Cyphenothrin) is in EPA toxicity category 
Ill tor oral toxicity based on the results from testing a clear, light yellow liquid with a specific 
gravity of 1.061 g/mL containing 40% Cyphenothrin, 2% Pyriproxyfen (Nylar) and 3% 
Methoprene based on the observed LD50 (>2000 mg/kg) in female rats. 

E. Deficiencies - None 
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ICyphenothrin 40%1 
EPA File Symboi2517-JL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. 
Risk Manager (EPA): 13 

Date: November 22, 2004 

STUDY TYPE: Acute Dermal Toxicity· Wistar rats- OPPTS 870.1200; OECO 402 

TEST MATERIAL (o/o a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin). 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/ml. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517-IL 
Sergeant's Cyphenothrin Squeeze-On for Dogs (although this product does not contain either 
Nylar or Methoprene) with a label declaration of Cyphenothrin 40.0%. · 

CITATION: Moore, G. (2003) Acute Dermal Toxicity Study in Rats- Limit Test: Cyphenothrin­
IGR Squeeze-On for Dogs. Project Number. 13321, P322. Unpublished study prepared by 
Product Safety Labs, Food Product Laboratory and Silliker Laboratories of New Jersey, Inc. 16 
p. Study Completion Date: May 20, 2003. MRID 46166104. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North. 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In an acute dermal toxicity study (MRID #461661 04), a group (5M & 
5F) of Sprague-Dawley derived albino rats (source: Ace Animals, Inc., Boyertown, PA; Males: 
300-318 g; Females: 178-204 g; young adult [indicated by body weight data]) were dermally 
exposed {approximately 10% of body surface) for 24 hrs to 2000 mg/kg of undiluted 
Cyphenothrin-IGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of 
1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar 
(Pyriproxyfen). The test material was held in contact by a gauze pad and Durapore tape. 

Rats were observed several times after application on day 0 and once daily thereafter for 14 
days. Individual body weights were recorded just prior to dosing (day 0) and on days 7 and 14. 

There was no mortality and there were no signs of systemic toxicity. Three males showed 
some dermal irritation (erythema and/or edema) with clearing by day 2. All rats gained weight 
from day 0 to 7 and from day 7 to 14. 

No gross abnormalities were observed at post-sacrifice necropsy. 

Dermal LD50 Males > 2000 mg/kg (0/5 died) 
Females > 2000 mg/kg (0/5 died) 
Combined> 2000 mglkg (0/10 died) 

Cyphenothrin-IGR Squeeze-On for Dogs (containing 40% Cyphenothrin) is in EPA toxicity 
category Ill in terms of dermal toxicity based on the testing of Cyphenothrin-IGR Squeeze-On 
for Dogs. (2824) MGK GLP Project #1683A- Lab Prepared, a clear, light yellow liquid with a 
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ICyphenothrin 40%1 
EPA File Symbol :ZSI7-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% 
Nylar with a rat LD50 > 2000 mg/kg, 

This acute dermal study is classified as acceptable. It does satisfy the guideline requirement 
for an acute dermal study (OPPTS 870.1200; OECD 402) in the rat. 

COMPLIANCE= Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 16), and (NoJ 
Data Confidentiality (p. 2) statements were provided. 

RESULTS and DISCUSSION: 

.. . 
' ·. ·~ .. ... .. .. : .. . . 

MortaJity/Number Tes.ted ' ... .. . . . : . . . . .· . .. : 
Dose (mg/kg bw) . ' 

.. '· . ., 

.:Males. 
. .. 

Females.' Combined· 
0. .. 

2000 OJ5 0/5 0110 

Statistics - Not necessary to compute the dermal LD50• 

A. Mortality- None, as noted in the table above. 

B. Clinical observations- There were no signs of systemic toxicity. Three males showed 
some dermal irritation (erythema and/or edema) with clearing by day 2. All rats gained weight 
from day 0 to 7 and from day 7 to 14. 

C. Gross Necropsv- No gross abnormalities were observed at post-sacrifice necropsy. 

D. Reviewer's Conclusions: The study is acceptable. Cyphenothrin-IGR Squeeze-On for 
Dogs (containing 40% Cyphenothrin) is in EPA toxicity category Ill in terms of dermal toxicity 
based on the testing of Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project 
#1683A - Lab Prepared, a clear, light yellow liquid with a specific gravity of 1.061 g/mL 
containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar with a rat LD50 > 2000 
mg/kg. 

E. Deflclencfes - None 
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ICyphcnothrio 40%1 
EPA File Symboi2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. Date: November 23, 2004 
Risk Manager (EPA): 13 

STUDY TYPE: Primary Eye Irritation - NZW Rabbit; OPPTS 870.2400; OECD 405 

TEST MATERIAL t% a.i.l: Cyphenothrin-JGR Squeeze-On for Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin). 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517-IN 
Sergeant's Cyphenothrin Squeeze-On for Dogs (although this product does not contain 
Methoprene or Pyriproxyfen) with a label declaration of Cyphenothrin 40.0%. 

CITATION: Moore, G. (2003) Primary Eye Irritation Study in Rabbits: Cyphenothrin-IGR 
Squeeze-On for Dogs. Project Number: 13322, P324. Unpublished study prepared by Product 
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p. 
Study Completion Date: May 20, 2003. MRID 46166105. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North, 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In a primary eye irritation study (MRID 46166105), 0.1 mL of 
undiluted Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific 
gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar 
(Pyriproxyfen), was instilled into the conjunctival sac of one eye of each of 3 adult New Zealand 
White Rabbits (weights: not reported; ages: young adult; source: Davidson's Mill Farm, South 
Brunswick, NJ), with observations and scoring at 1, 24, 48 and 72 hours after instillation. 

No corneal opacity was observed (with 2% ophthalmic fluorescein sodium used at 24 hours to 
verify the absence of corneal opacity at that reading). 3f3 eyes were positive for conjunctival 
redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores ·zero) at 72 
hours. 

Cyphenothrin Squeeze-On for Dogs (containing 40% Cyphenothrin) is in EPA toxicity category 
Ill for eye irritation, based on the findings (presence of grade 2 conjunctival redness in 3/3 eyes 
at 24 hrs with subsequent clearing by 72 hrs) from a study with Cyphenothrin-IGR Squeeze-On 
for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87% 
Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen). 

This study is classified as acceptable. It does satisfy the guideline requirement for a primary 
eye irritation study (OPPTS 870.2400; OECD 405) in the rabbit. 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 17), and (No] 
Data Confidentiality (p. 2) statements were provided. 
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JCyphcnothrin 40%1 
EPA File Symbol25l7-lL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

RESULTS AND DISCUSSION: 

· Number "positive"/number tested 

Observations 1 hr 24 hrs2 48 hrs 72 hrs 

Corneal Opacity 0/3 0/3 0/3 0/3 

Iritis 0/3 0/3 0/3 0/3 

Conjunctivae: 

Redness• 3/3 3/3 0/3 0/3 

Chemosis' 0/3 0/3 0/3 0/3 

Discharge1 3/3 0/3 0/3 0/3 
.. 

•score of 2 or more cons1dered pos1t1ve 
2Fiuorescein staining was used to verify the absence of corneal opacity. 

A- Observations - No systemic effects were opserved. 3/3 eyes were positive for conjunctival 
redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72 
hours. 

8. Reviewer's Conclusions: The study adequately defines a Toxicity Category Ill hazard 
potential in terms of eye exposure potential for Cyphenothrin Squeeze-On for Dogs (containing 
40% Cyphenothrin) based on the .findings of this study conducted on Cyphenothrin + IGR 
Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of 1.061 g/ml containing 
39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen). 

C. Deficiencies - None 
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ICyphcnotbrin 40%J· 
EPA File Symboi2517~1L: SERGEANT'S C\'PHENOTHRIN SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. 
Risk Manager (EPA): 13 

Date: November 23, 2004 

STUDY TYPE:· Primary Dermal Irritation- NZW Rabbit; OPPTS 870.2500; OECD 404 

TEST MATERIAL(% a.i.l: Cyphenothrin-IGR Squeeze~On for Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRIO 46166104 the specific gravity of the test material wa.s 1.061 g/mL. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517-IL 
Sergeant's Cyphenothrin Squeeze~On for Dogs (although this product does not contain 
Methoprene or Pyriproxyfen) with a label declaration of Cyphenothrin 40.0%. 

CITATION: Moore, G. (2003) Primary Skin Irritation Study in Rabbits: Cyphenothrin~IGR 
Squeeze-On for Dogs. Project Number: 13323, P326. Unpublished study prepared by Product 
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p. 
Study Completion Date: May 20, 2003. MRID 46166106. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY. 8810 Tenth Avenue North, 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In a primary dermal irritation study (MRI046166106), 0.5 mL 
aliquots of undiluted Cyphenothrin-JGR Squeeze-On for Dogs, a clear light yellow liquid with a 
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% 
Nylar (Pyriproxyfen), were applied to dermal sites on each of 3 (2M & 1 F) young adult New 
Zealand White albino rabbits (source: Davidson's Mill Farm, South Brunswick, NJ) with 4~hour 
semioccluded exposure. 

After 4 hours, the gauze patch and holding tape were removed. The test sites were scored 
(Draize) at 1, 24, 48 and 72 hrs and at 7 and 10 days. 

No edema was observed (all scores for edema were zero). All sites scored one for erythema at 
1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on day 7 while the other 
two scored 1. All scores were zero on day 10. The Pll (average of scores at 1, 24, 48 & 72 hrs) 
= 1.75. 

Cyphenothrin Squeeze~On for Dogs (containing 40% Cyphenothrin) is in EPA Toxicity Category 
IV for dermal irritation effects, based on the findings (PII of 1.75 and relatively low score (grade 
2, characterized as well-defined) for erythema at 72 hrs [EPA Toxicity Category Ill would be 
characterized by moderate or grade 3 erythema at 72 hrsJ following 4-hr semi~occluded 
exposure) from a study conducted on Cyphenothrin + IGR Squeeze~On for Dogs, a clear light 
yellow liquid with a specific gravity of 1.061 g/ml containing 39.87% Cyphenothrin, 3.00% 
Methoprene and 2.00% Nylar (Pyriproxyfen). 

This study is classified as acceptable. It does satisfy the guideline requirement for a primary 
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JCyphenothrin 40%1 
EPA File Symbol Z517~1L: SERGEANT'S CYPiiENOTHRlN SQUEEZE-ON FOR DOGS 

dermal irritation study (OPPTS 870.2500; OECD 404) in the rabbit. 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 17), and {No] 
Data Confidentiality (p. 2) statements were provided. 

RESULTS and DISCUSSION: 

A. Observations~ No edema was observed (all scores for edema were zero). All sites scored 
one for erythema at 1 hour and 2 at 24. 48 and 72 hours. One site scored 2 for erythema on 
day 7 while the other two scored 1. All scores were zero on day 10. The Pll (average of scores 
at 1, 24,48 & 72 hrs) = 1.75. 

B. Results - The Pll (average of t, 24, 48 and 72-hour scores)= 1.75 The mean irritation 
sco~ on day 3 was 2.0 (erythema: 2.0; edema: 0.0). 

c. Reviewer's Conclusions- Cyphenothrin Squeeze~On for Dogs (containing 40% 
Cyphenothrin) is in EPA Toxicity Category IV in terms of dermal irritation based on the results 
from testing with Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a 
specific gravity of 1.061 g/ml containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% 
Nylar (Pyriproxyfen). 

D. Deficiencies- None 
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ICyphe11othri11 40%1 
EPA File Symboi2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. 
Product Manager (EPA): 13 

Date: November 23, 2004 

STUDY TYPE: Dermal Sensitization- albino Guinea Pig; OPPTS 870.2600; OECD 406, 429 

TEST MATERIAL 1% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRlO 46166104 the specific gravity of the test material was 1.061 g/ml. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517-IL 
Sergeant's Cyphenothrin Squeeze-On for Dogs (although this product does not contain 
Methoprene or Nylar) with a label declaration of Cyphenothrin 40.0%. 

CITATION: Moore, G. (2003) Dermal Sensitization Study in Guinea Pigs: Buehler Method: 
Cyphenothrin-IGR Squeeze-On for Dogs. Project Number: 13324, P328. Unpublished study 
prepared by Product Safety labs, Food Products Laboratory and Silliker laboratories of New 
Jersey, Inc. 25 p. Study Completion Date: May 20, 2003. MRID46166107. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North, 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In a dermal sensitization study (MRID 46166107) with Cyphenothrin­
IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL 
containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen), a group 
of 20M Hartley albino guinea pigs (373-428 g; young adult; source: Elm Hill Breeding Labs, 
Chelmsford, MA) were each dermally exposed (6 hours) to a 0.4 mL aliquot of test material on a 
once-a-week basis for 3 consecutive weeks. After a two week rest period they were then 
dermally challenged with 0.4 mL of a 75% w/w mixture of the test material in mineral oil at a . 
previously unexposed site. An addlt'ronal 1 0 previously unexposed male guinea pigs received 
were similarly treated. Challenge sites on all30 guinea pigs were evaluated and scored for 
erythema at 24 and 48 hours after the application. 

Following challenge, 7/20 previously exposed guinea pigs showed very slight (score of 0.5) 
erythema at 24 hours; all scored zero at 48 hours. 4/10 controls showed very slight (score of 
0.5) erythema at 24 hours; all scored zero at 48 hours. 

The report includes results from a positive control study (PSL Study #12371) which was 
conducted with technical (85%) alpha-Hexylcinnamaldehyde and completed on August 15, 
2002. The results (3/10 previously exposed, 0/5 naive control guinea pigs showing a positive 
response at challenge) were appropriate. The study dates for the testing with Cyphenothrin­
IGR Squeeze-On for Dogs were f~om March 13 to April 11, 2003. While slightly outside the 6-
month period indicated in the Guidelines, it is concluded the overall study findings are 
acceptable. 

Page 14 of 29 

16 



JCyphenothrin 40%1 
EPA File Symbol 2517-IL: SERGEANT'S CVPHENOTHRJN SQUEEZE-ON FOR DOGS 

In this study there were no indications that Cyphenothrin-IGR Squeeze-On for Dogs, a 
clear light yellow liquid with a specific gravity of 1.061 g/ml containing 39.87% 
Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen) is a dermal sensitizer. 

This study is classified as acceptable. It does satisfy the guideline requirement for a dermal 
sensitization study (OPPTS 870.2600; OECD 406, 429) in the Guinea pig. 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 25), and (No] 
Data Confidentiality (p. 2) statements were provided. 

I. PROCEDURE 

A. lnd uction - Each of 20 male Hartley alblno guinea pigs was treated once a week for 3 
consecutive weeks to a 6-hour exposure to 0.4 ml undiluted Cyphenothrin-IGR Squeeze-On for 
Dogs. 

B. Challenge- Twenty-seven days after the first induction exposure 0.4 mL of a 75% _w/w 
mixture of the test material in mineral oil was applied to a naive site on the right side of each 
guinea pig at a previously unexposed site. These sites were evaluated and scored for 
erythema at 24 and 48 hours after the challenge application. 

C. Naive Controls - At the time the 20 previously induced guinea pigs were challenged, 1 0 
previously unexposed (negative control) guinea pigs were similarly challenged. 

U. RESULTS and DISCUSSION: 

A. Reactions and duration- Following .challenge, 7/20 previously exposed guinea pigs 
showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours. 4/10 
controls showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours. 

B. Posjtiye control- The report includes results from a positive control study (PSL Study 
# 12371) which was conducted with technical (85%) alpha-Hexylcinnamaldehyde and completed 
on August 15, 2002. The results (3/1 0 previously exposed, 0/5 naive control guinea pigs 
showing a positive response at challenge) were appropriate. The study dates for the testing 
with Cyphenothrin-IGR Squeeze-On for Dogs were from March 13 to April 11, 2003. While 
slightly outside the 6-month period indicated in the Guidelines, it is concluded the overall study 
findings are acceptable. 

C. Reviewer's Conclusions: Cyphenothrln Squeeze~on for Dogs (containing 40% 
Cyphenothrin) is not a dermal sensitizer, based on the results from testing Cyphenothrin 
+ IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 
g/ml containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar 
(Pyriproxyfen) is not a dermal .sensitizer. 

D. Deficiencies- The final date for the cited positive control study is approximately 7 months 
before the initiation of this study. However, TRB can accept the results of this study. 
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• • EPA Primary Reviewer: Byron T. Backus, Ph.D. Signature: --------
Technical Review Branch, Registration Division (7505C) Date, _______ _ 
EPA Secondary Reviewer: William Dykstra, Ph.D. Signature:--------
Health Effects Division (7509C) Date, _______ _ 

I DATA EVALUATION RECORD 

STUDY TYPE: Companion Animal Safety - Dogs OPPTS 870.7200 

PC CODES: 129013 (Cyphenothrin),129032 (Nylar), 105401 (Methoprene) 
DP BARCODE: D305948 RISK MANAGER: (EPA): 13 DECISION N0.:338118 

PRODUCT AND TEST MATERIAL: Cyphenothrin-IGR Spot-on for Dogs. [EPA File Symbol 
2517-JN]; a liquid labeled "Gokilaht Spot-On w/IGR's (2824) 40.00% RS-Gokilaht; 3.00% S­
Methoprene; 2.00% Nylar." According to a certificate of analysis (p. 47 of MRJD 46166108) the 
formulation contained 39.87% Gokilaht, 3.00% S-Methoprene and 2.00% Nylar. Packaged in 
unidose ampules containing 1.5 mL product. 

CITATION: Kuhn. J. (2003) Companion Animal Safety Study in Dogs: Cyphenothrin-IGR Spot­
on for Dogs. Final Report. Project Number 7650/03. Unpublished study prepared by 
Stillmeadow, Inc. and Miller. Thomas A. 53 p. Study Completion Date: 20 October 2003. MRID 
46166108. 

SPONSOR: Sergeant's Pet Care Products, Inc. Omaha, NE 68130-1703. 

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 46166108), groups of 12 
dogs (from 5 to 9 males in each group) with each group including three 12-week old puppies 
weighing 4.1-6.1 kg, 2 or 3 dogs weighing 6.8-15 kg, 3 or 4 dogs weighing 15.1-29.5 kg. and 3 
weighing >29.5 kg) were dosed with: 1) the amount of vehicle contained in a single dose (Group 
I, controls); 2) at 1X the label use directions (except for puppies, which were dosed at 1.5X) in 
Group II, and 3) at 5X the label use directions (except for puppies, which were dosed at 7.5X) in 
Group Ill. Group Ill dogs were treated five times with one hour between each treatment. 

The test material was supplied in unidose 1.5 ml ampules. However, the report states that the 
mean volume delivered from one of these ampules was 1.17 ml. One dose for puppies 
consisted of material from a single 1.5 ml ampule (the proposed label states that dogs weighing 
less than 151bs [~ 6.8 kg] are to be treated with 1.0 mL), for dogs weighing 15-33 lbs (6.8-15 kg) 
it was 1.5 ml, for dogs weighing 15.1-29.5 kg it was the contents of two 1.5 ml ampules (the­
proposed label says two 1.5 ml or one 3.0 ml ampule), and for dogs weighing >29.5 kg it was 
three 1.5 ml ampules (the proposed label says three 1.5 ml or one 4.5 ml ampules). The 
control material was supplied in bulk and placebo controls were treated with this formulation 
(without actives) at the rate of 55.13% of the active product dose volumes. 

Administration was according to the proposed label directions and involved application of the test 
substance (or control vehicle) to the skin in a line along the spine starting at the back of the 
neck. Label directions specify application of the product as a spot-on or stripe treatment 
between the shoulder blades to dogs weighing up to 15 kgs. For dogs weighing between 15 and 
29.5 kg application would be as a spot-on or stripe treatment at two sites on the back, one 
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• • • between the shoulder blade and one directly in front of the base of the tail. For >29.5 kg the 
contents of one 1.5 mL ampule would be applied to the back as a spot~on or stripe between the 
shoulder, and the contents of the other two 1.5 mL ampules would be applied as a stripe on the 
back in front of the base of the taiL 

Each dog in Groups I and II was observed at 1, 2, 3 and 4 hours following treatment on Day 0. 
Group Ill dogs were also observed "between the hourly dosings" (1, 2, 3, 4, 5, 6, 7 and 8 hours 
after the first treatment). All dogs were then observed twice (a.m. and p.m.) on Days 1-15. 

Individual body weights were determined on Days -7, -3, 7 and 14. Individual food consumption 
was determined on a daily basis from Day -7 through Day 15 by measuring the amount of food 
given to each dog in the morning and subtracting the amount left at the end of the day. Blood 
samples were taken on Days -7 and 1 following overnight fasts. 

Possible systemic effects related to exposure to the test material included ocular discharge and 
salivation. In the immediate period following treatment, ocular discharge was observed in one 
Group II dog (a puppy) at 4 hours post-dose, and in 4 Group Ill dogs (including all three 
puppies). Salivation (mostly very slight, but in some cases moderate) was observed in five 
Group Ill dogs (including 1/3 puppies), and was observed (very slight) in one adult 32.2 kg dog 
at 1 hour postdose (so at this time this dog had presumably been treated with only 1 or 2 
applications of test material). Salivation was seen in another Group Ill adult starting at 3 hours, 
and in two additional Group Ill adults starting at 4 hours. During the subsequent 15-day 
observation period, ocular discharge was frequently observed (including continuously from day 
10 to 15) in one control puppy, in none of the Group II (1X) dogs, and in one Group Ill puppy 
(days 1-2) and one Group Ill adult (days 1-6, then again on Days 13-15); both of these Group Ill 
animals had also shown ocular discharge in the period immediately following the first treatment. 
Salivation was observed in one Group Ill adult male at the AM observation on Day 1 (this dog 
had also showed salivation during the 8-hour period following the first treatment). One Group Ill 
male puppy showed a lesion (or lesions) on both sides of the shoulder (presumably at or near 
the application site) from Day 5 through 15, and was observed to scratch this area frequently. 

Group Ill adults showed a mean weight loss between days -3 and +7. The incidences of adult 
dogs showing weight losses between days -3 and + 7 were: Group 1: 3/9; Group II: 4/9: Group Ill: 
6/9. It is concluded then that for adult dogs exposure to a 5X dosage of test material was 
associated with a slight mean weight decrease in the period from Day -3 to Day 7. 

While Group I puppies showed a greater mean weight gain in the period from Day -3 to +7 than 
Groups II and Ill, their mean weight gain/day in the subsequent period from Day 7 to 14 (0.053 
kg/day) was comparable to the mean weight gains from Day -3 to + 7 for Groups II (0.033 
kg/day) and Ill (0.047 kg/day). Group Ill puppies also showed a greater mean weight gain in the 
period from Day -3 to 7 than did Group II puppies. There is no indication then that exposure to 
the test material affected body weight gain in puppies. 

Puppies in Groups II and Ill showed lower mean food consumption values on Days 0 and 1 
relative to their controls. This has to be considered as treatment-related. A similar effect in the 
adults was not evident. 

No effects were noted on hematological or clinical chemistry parameters. 

While the Guidelines for this type of study state that the targeted adequate margin of safety is 
5X, it is also stated that: "Consideration will be given to products with less than a 5X margin of 
safety, depending on the severity of clinical signs of toxicity (e.g. transient, non-life-threatening 
signs)." The test material was not tested at 3X and effects were noted at 5X. However, the 
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• • effects noted at SX, including ocular discharge (also noted in one puppy dosed at what was 
essentially 1.5X) and salivation were minimal (most occurrences of both ocular discharge and 
salivation were described as ~very slight.") and reasonably transient. It is noteworthy that no 
systemic neurological signs (such as tremors or ataxia) were observed, and the sativation may 
have been due to ingestion of small amounts of test material from licking or biting the application 
area. In addition, the performing laboratory has demonstrated in the past extremely meticulous 
reporting of observational data in companion animal safety studies, and it is quite likely that 
these observations would not have been reported from some of the other laboratories which 
conduct this type of study. 

For local dermal effects, one puppy treated at what was essentially a 7 .5X dose level showed 
subsequent shoulder leSions and was noted to scratch this area frequently. Dermal exposure to 
pyrethroids can cause a burning and/or itching sensation at the application site, ·and this has to 
be considered an effect {unless the registrant can provide additional information demonstrating 
otherwise). However, this was an isolated case, and the three adult dogs treated with 3 unit 
doses/application with a total of 5 applications (for a total of fifteen 1.5-ml ampules in all) did not 
show a similar response. 

However, one area of concern is that the 1.5 ml ampules (the only size tested in this study) 
delivered only an average of only 1.17 ml of test material, and the registrant is proposing 
packaging this product in 3.0 and 4.5 ml (as well as 1.0 and 1.5 ml) tubes. This is acceptable 
only if the 3.0 mL tubes deliver no more than 2.34 (2 x 1.17) mL and the 4.5 mL tubes deliver no 
more than 3.51 (3 x 1.17) mL. 

This study is classified as Acceptable as a companion animal safety study {OPPTS 870. 7200) 
for puppies (12 weeks and older) and adult dogs. It is concluded that there is an adequate 
margin of safety (at least SX) between the exposure associated with the proposed use 
level for this formulation in dogs and that at which significant adverse systemic effects 
(not seen in this study, but which might include ear twitching, muscle tremors, drooling) 
may occur. For dermal effects an effect was observed in one puppy in Group Ill (treated at 
essentially a 7.5X dose level), but in none of the other dogs (including the puppies in Group II), 
indicating a reasonably low potential for this effect in dogs treated at the proposed use level. 

COMPLIANCE: Signed and dated Quality Assurance (p. 4), [No] Data Confidentiality (p. 2), and 
Good Laboratory Practice Compliance (p. 3) Statements were present. 

I. MATERIALS 

A. MATERIALS 

1. Test material: Cyphenothrin-IGR Spot-on for Dogs, with a label declaration for active 
ingredients of RS-Gokilaht [=Cyphenothrin] (40.00%), S-Methoprene 
(3.00%), and Nylar {2.00%). According to a certificate of analysis on 
p. 47 of MRID 46166108 the respective analytical values were 39.87%, 

Description: 
Lot No.: 
Storage: 

3.00% and 2.00%. Packaged in unit dose ampules containing 1.5 ml. 
A liquid; 
#16838 
Room Temperature 

2. Administration: Topical (spot-on) 

3. Vehicle control: X-5699-03 (Placebo Control); From Study 0310: Lot #03390A0100. 
liquid which was stored at room temperature. 
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4. Test animals 
Species: Dog 

• 
Breed: From p. 9 of MRID 46166108: "Beagles and other breeds ... " 
Ages and weights at study initiation: "Animals were at least 3 months old at dosing. 

There were 3 animals from each group in each of the following weight ranges: 
<15, 15-33, 34-65 and >65 pounds (<6.8, 6.8-15, 15.1-29.5 and >29.5 kg). All 
dogs less than 15 pounds were pups that were 12 weeks old at dosing. n [Note by 
reviewer: The alkaline phosphatase measurments from Dog 2854F (controls), 
3085M (Group II) and 2156M (Group Ill) were relatively high- refer to pp. 32-34 -
suggesting these were fairly young dogs too}. 

Sources: Butler Farms (Clyde, NY), Martin Creek Kennels (Willford, AR), Ridglan 
Farms (Mt. Horeb, WI) and STILLMEADOW, Inc. 

Housing: Individually in kennels measuring 3' x 5.5'. 
Diet: PMI Canine High Density Diet 5L 18. 
Water: Tap water, ad libitum 
Environmental conditions: 

Temperature: 22" .:t. 3"C 
Humidity: 30 - 70% 
Air changes: 10- 12/hr 
Photoperiod: 12 hr dark/12 hr light 

Acclimation period: 2 weeks 

II. STUDY DESIGN 

A. IN LIFE DATES 

From the report cover: study initiation date: 13 August 2003; study completion date: 20 
October 2003. 

B. ANIMAL ASSIGNMENT/ DOSAGE AND ADMINISTRATION 

There were a total of 12 dogs p.er dosage group. Group 1 (1X vehicle; note: observation 
schedule on p. 16 of MRID 46166108 is the same for Groups 1 and 2, consistent with a 
single application of placebo on dogs in Group 1) consisted of 9 males and 3 females; 
Group II (1X) consisted of 5 males and 7 females, and Group Ill (5X) consisted of 8 
males and 4 females. Assignment was on the basis of weight. From p. 10 of MRID 
46166108: "Animals selected for testing were randomly assigned to three groups ... Since 
there were three dose sizes (based on animal body weight) to be used in each treatment 
group, three dogs of each weight range were included in each group. The weight ranges 
were <15, 15-33,34-65 and >65 pounds (<6.6, 6.8-15, 15.1-29.5 and >29.5 kg). The 
dogs <15 pounds were 3-month old puppies." 

From p. 10 of MRID 46166108: "The test substance and placebo were applied to the skin 
in a line along the spine starting at the back of the neck. The test substance was 
supplied in unlt dose plastic tubes, each containing 1.5 mL and were administered to 
each animal according to its body weight. The placebo control substance was provided in 
bulk. On Day 0, a label dose (1X) of the test substance was administered to each Group 
II animal according to body weight. Group Ill animals received the test substance at five 
times the label dose (5X) administered as single doses once every hour for 5 hours. The 
single dose volumes were: dogs <15 pounds, 1.5 mL (one unit dose); dogs 13 [15?J-33 
pounds, 1.5 mL (one unit dose); dogs 34-65 pounds, 3 mL (two unit doses); and dogs 
>65 pounds, 4.5 mL (three unit doses). Group I was treated with the placebo control 
material in a volume equivalent to that of the normal label dose of the test substance less 
the volume of that dose that was occupied by the active ingredients [or approximately 
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• • 55% of a normai1X dose volume]. .. " 

TABLE 1. Study design 

Number of dogs or 
Cumulative Dose/dog 

puppies 

Group & Weight Range (kg) Male Female Total/Dog 

I (control) <6.6" 3 0 0.83 mLD 

6.8-15 1 1 0.83 mlD 

15.1-29.5 2 2 1.65 mlb 

>29.5 3 0 2.48 ml0 

II (1X) <6.6' t 2 1.17 mL" 

6.8-15 1 2 1.17 ml0 

15.1-29.5 1 2 2.34 mlc 

' 
>29.5 2 1 3.51 ml0 

Ill (5X) <6.6" 1 2 5.85 mlc 

6.8-15 0 2 5.85 mlc 

15.1-29.5 3 1 11.7mlc 

>29.5 3 0 17.55 ml0 

Data calculated from 1nformat1on on p. 14-15 1n MRID 46166108. 
~Puppies 
0 Placebo 

Mean 
mUkg 

0.16b 

0.08° 

0.09° 

0.07° 

0.28° 

o.ogc 

0.12° 

0.11° 

1.26° 

0.51° 

0.64° 

o.soc 

c Test material (with actives); amount delivered based on 1.17 mUapplication. 

Mean Dosage 
Cyphenothrin 

· imolkol' 

0 

0 

0 

0 

112d[121]" 

36d (39]" 

48d [52]" 

42' [45]' 

503~ [543]" 

207~ [224]" 

255~ [275]" 

199' 12 15]' 

Number of 
applications 

1 

1 

5 

~Based on a specific gravity for the test material of1.00 g/ml (consistent with the calculations for dosage as reported 
on·pp. 14·15 of MRID 46166108) and based on 1.17 ml delivered/tube. 
~Based on a specific gravity of 1.08 g/ml 
Note: According to the CSF the specific gravity of the proposed product is about1.08: assuming the product contains 
40% Cyphenothrin then 1.5 ml would be 1.62 g and would contain 648 mg ofCyphenothrin. The calculations of 
dosage ofCyphenothrin in the report (seep. 14-15 ofMRlD 46166108) appear to be based on a specific gravity for 
the proposed product of about1.00. Example: Dog 3067 F weighing 4.2 kg received one 1.5 ml dose of the product 
and this is reported as a dosage of 142 mg/kg Cyphenothrin. 142 mg/kg x 4.2 kg= 5g5.4 mg: dividing this by 0.3g87 
(the analytical percentage) gives 1496 mg ("' 1.496 g) total product applied. However, in Appendix G (seep. 52 of 
MRID 46166108) it is staled that the unit dose containers did not deliver the entire target dose of 1.5 ml, as there was 
a mean delivered volume of 1.17 ml. A statement in Appendix G (" ... 5X dose rates ranged from 494 to 630 mg/kg for 
the smallest subjects.") is consistent with delivery of 1.17 mUdose and a specific gravity of about1.08 g/ml. 

C. DOSE SELECTION RATIONALE 

According to the proposed label this product will be packaged in unidose 1.0, 1.5, 3.0 
and 4.5 ml applicator tubes. These correspond to single treatments for dogs weighing 
15 lbs and under, 15-33 lbs, 33-661bs and >66 lbs. However, in this study, Group 2 (1 X} 
dogs (puppies} weighing less than 151bs received 1.5 mL (instead of 1.0 mL}, while 
Group 3 (5X) dogs (puppies} weighing less than 15 lbs received 5 x 1.5 mL = 7.5 mL 
(instead of 5 x 1.0 mL = 5.0 mL}. 

Page 20 of 29 



23

• • D. EXPERIMENTAL DESIGN 

From p. 10 of MRID 46166108: "Each animal was observed at 1, 2, 3 and 4 hours 
following dosing on Day 0 and then twice daily [AM and PM] for the duration of the study. 
Group Ill animals were also observed between the hourly dosings. Each animal was 
examined for signs of any pharmacologic and/or toxicologic effects. Only abnormalities 
were recorded." 

Individual dogs were weighed on Days ~7, -3, 7 and 14. 

Individual food consumption was measured daily by measuring the amount of food given 
to each dog in the morning and subtracting the amount of food left at the end of the day. 

Baseline blood samples were collected from each dog on Day -7 by jugular venipuncture 
following an overnight fast. Blood samples were also similarly collected on Day 1. 

E. PATHOLOGICAL PARAMETERS 

lS. 
X 
X 
X 
X 
X 

X 
X 

Blood samples were collected on Study Days -7, and 1 by jugular venipuncture following 
an overnight fast. The CHECKED (X) parameters were examined: 

a. Hematology 

lS. 
Hematocrit (HCT)* X Leukocyte differential count* 
Hemoglobin (HGB)* X Mean corpuscular HOB (MCH)* 
Leukocyte count (WBC)* X Mean corpusc. HGB conc.(MCHC)* 
Erythrocyte count (RBC)* X Mean corpusc. volume (MCV)* 
Platelet count Reticulocyte count 
Blood clotting measurements 

(Thromboplastin time) 
(Clotting time) 
(Prothrombin time [Pn)• 
(Activated partial thromboplastin time [APITJ)* 

Erythrocyte morphology 

*Recommended m OPPTS 870.7200 GUidelmes. 

b. Clinical chemistry 

X ELECTROLYTES X OTHER 

X Calcium• X Albumin (Alb)* 
X Chloride* X Blood creatinine (Crca)* 

Magnesium X Blood urea nitrogen (BUN)* 
X Phosphorus• Total Cholesterol 
X Potassium• X Globulin (Glob)* 
X Sodiwn* X Glucose (Glue)* 

X Total and direct bilirubin (T Bil & D Bil)* 
ENZYMES X Total serum protein (TP)* 

X Alkaline phosphatase(ALPor ALK)* Triglycerides 
Choli ncstcrase( ChE) 

f 
Serum protein electrophoresis 

Creatine kinase X Albumin/Globulin (NG) ratio 
Lactic acid dehydrogenase(LDH) 

X Serum alanine aminotransferase (AL Tor SGPT)* 
X Serum aspartate aminotransferase(AST or SOOT)* 

Gamma glutamyltransferase(GGT) 
Amylase 
Glutamate dehydrogenase 

*Recommended m OPPTS 870.7200 GuJdelmes. 
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• • F. STATISTICS 

The statistical report is found in Appendix G. It consists of a 6-page document (pages 48-
53 of MRID 46166108). From p. 51 of MRID 46166108: "The data generated by the test 
facility ... were statistically analyzed by Student's "t" test, assuming equal variances, using 
the statistical program in Microsoft Excel, version 97-SR-1 ... Since cyphenothrin is 
potentially the most toxic component of the product (pyriproxyfen and methoprene are 
known to be virtually mammalian-inert) cyphenothrin dosage was the focus. To ensure 
that some of the test subjects were treated at or above the target maximum dose rate of 
100 mg of cyphenothrin per kg body weight, the 12-week-old Beagle pups were treated 
with the next higher unit dose volume. Although weighing between 9 and 11 lb at 
treatment, for which the proposed label dose rate is one dose of 1 ml, these pups 
receiv'ed one 1.5 ml unit dose. To validate the dosage delivered to the principals, the 
expelled contents of six 1.5 ml unit dose containers were each weighed ... " [Note: the 
report text then refers to Table 1.1, which is not present in the report}. From p. 52 of the 
report: "The dose validation data (Table 1.1) indicated that the unit dose containers, if 
filled at the target dose volume of 1.5 ml, were not capable of delivering the entire target 
volume (mean volume delivered was 1.17 ml). 

G. DISPOSITION OF ANIMALS 

Not stated. According to the OPPTS 870.7200 Guidelines: "Routine sacrifice or 
necropsy is not ~qui red for surviving animals." 

H. COMPLIANCE 

Signed and dated Qualrry Assurance [p. 4], [No] Data Confidentiality [p. 2], and Good 
Laboratory Practice (GLP) Compliance [p. 3] Statements were present. 

Ill. RESULTS 

A. EXPOSURE LEVELS 

The dose per 1.17 ml application (based on a product specific gravity of 1.08 g/mL) is 
1.264 g. Since the test material contained (by analysis) 39.87% Cyphenothrin, 3.00% S­
Methoprene and 2.00% Nylar, each 1.17 mL dose then contained 0.504 g (=504 mg) 
Cyphenothrin, 0.038 g (=38 mg) S-Methoprene and 0.025 g (=25 mg) Nylar. For Group 
II (1X) mean cumulative Cyphenothrin dosages were: puppies (<6.6 kg): 121 mg/kg; 
dogs 6.8-15 kg: 39 mglkg; dogs 15.1-29.5 kg: 52 mg/kg; and dogs >29.5 kg: 45 mg/kg. 
For Group Ill (5X) dosages were: puppies (<6.6 kg): 543 mg/kg; dogs 6.8-15 kg: 224 
mg/kg; dogs 15.1-29.5 kg: 255 mg/kg; and dogs >29.5 kg: 215 mg/kg. Refer to Table 1 
of this DER. B. MORTALITY 

There was no mortality, with all dogs surviving the 14-day observation period. 
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• • C. CLINICAL SIGNS 

In the observation period immediately following treatment, no clinical signs of systemic 
toxictty were observed in Group I (controls). In Group II (tX) animal3074 (a male pup 
weighing 4.1 kg) showed very slight ocular discharge from both eyes at 4 hours post­
dose. In Group Ill (5X) four dogs (including all3 puppies) showed very slight to 
moderate ocular discharge from one or both eyes in the period from one hour to 8 hours 
post-dosing. In addition, five dogs (including one puppy) showed very slight to moderate 
salivation during this period (in two dogs it was classified as very slight). Very slight 
salivation occurred in one animal at 1 hour (i.e., presumably following a single dosage of 
test material), and in two others it was first noted at 3 hours (after 3 application 
treatments) 

Slight to moderate green ocular discharge (both eyes) was observed in one control 
puppy in the period from Day t to Day 6, and then again in this puppy from Day to to 
Day 15, No ocular discharge was observed in Group II in the period from Day 1 to Day 
15. One Group Ill puppy showed clear ocular discharge from the left eye on Days 1 and 
2, while an adult dog showed clear ocular discharge from the left eye from Day t through 
Day 6, then again from Day 13 through Day t5. 

TABLE 2. Adverse Effects Observed in Dogs Treated with Cyphenothrin-IGR Spot-on 
In the Period Immediately Followina Treatment" 

Parameter 
Group I Group II Group Ill 

!Control! 11XI csx1 
Ocular discharge- one 0[0[ 1 [1/46[ 4[12/96[ 
or both eyes in the 
immediate post-dosing 
period 

Salivation 0[0[ 0[0[ 5[16/96[ 

Soft stool 0[0[ 0 2[2/96) 

Spiked greasy hair at 0[0) 2)2/46) 0)0) 
application site in the 
immediate post-dosing 
oeriod 

Data taken from Table 2 (p. 15) of MRID 46166108 . 

From p. t1 of MRID 46 t66 taB: "Five of the Group II [1X] animals exhibited greasy spiked 
fur and/or white deposits at the dose site through Day 3. The only other observation 
noted in this group was moderate white foamy vomit in one dog on Day 8. In Group Ill, 
greasy and/or spiked fur and/or white deposits were seen through Day 1 in two dogs, 
through Day 3 in three dogs, through Day 6 in three dogs and [from Day 5] through Day 
15 in one dog. Other observations included slight clear ocular discharge through Day 2 
and shoulder lesions through Day t5 in one animal (the dog was observed to scratch the 
irritated area frequently), and slight to moderate diarrhea on Days 3 and 4 in another 
animal. Another dog had very slight to moderate clear ocular discharge through study 
termination with slight to moderate redness around the eye on Days 3-6. One dog 
exhibited slight salivation on Day 1 and moderate diarrhea on Day 14, and another had a 
lesion on the back on Days 7- t5. n 
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The Group Ill dog with the lesions on the shoulder (from p. 18: "both sides") from Day 5 
through 15 was 3070M (a male puppy), treated with five 1.5 ml applications, while the 
Group Ill dog with t he lesion on the back (Days 7-15) was 2853F (a female adult) also 
treated with five 1.5 ml applications. 

D. BODY WEJGHT"AND WEIGHT GAIN 

From p. 12 of MRID 46166108: ''The average weight gain[s] for Groups I, II and Il l were 
1.1, 1.0 and 0 .6 kilograms, respectively. There were no significant differences among 
groups, and no dose related responses." 

The values in Table 3 are calculated from individual body weight data (p. 14-15 of MRID 
46166108): 

TABLE 3. Mean Body Weights for Dogs by Grou) 

Mean wt MeanWt 
kg±S.O. change change Day 

Group Day -3 to 7 -3 to 14 

Day -7 Day -3 Day 7 Day 14 kg :!:S.D. kg±S.D. 

I (Controls} puppies 4.63:1:0.50 5.07±0.93 6.13±1.01 6.50± 1.10 1.07±0.15 1.43± 0.31 

I (Controls) adults 21.87 ± 9.93 22 .34 ± 10.26 22.86 ± 10.90 23.31 ± 1 t.15 0.51 ±0.87 0.97 ± 1.00 

II (tX) puppies 4.80 ±1.14 4.17 ± 0.06 4.50:1:0.10 4.97 ± 0.31 0.33 ±0.15 0.80 ± 0.36 

II (1X) adults 21.64 ± 9.61 21.90 ± 9.16 22.53 ± 10.29 22.91 ± 10.29 0.41 :lo 1.36 1.01 :lo 1.61 

Ill (5X) puppies 4.67 ±0.71 4.63 ±0.57 5.10 ±0.70 5.63±0.50 0.47 ±0.15 1.00 ± 0.10 

Ill (5X) adults 22.18 ± tO.OO 22.38 :t 10.35 22.18 ± 10.40 22.66 ± 10.66 -0.20 ± 0.32 0.46± 0.58 

Values calculated from data on p. 14 and 15 of MRID 46166108. 

The possibility exists that there was a switch of puppies (or their bodyweights) as pup 
3073M (assigned to controls) weighed 4.1 kg on day -7 but 6.1 kg on day -3, while pup 
307 4M (assigned to Group II or 1 X) weighed 6.1 kg on day -7 but 4.1 kg on day -3. 
However, because this switch would have occurred before the dogs were treated, there 
would have been no impact on the study results. 

The only group in which adults showed a mean weight loss between days -3 and + 7 was 
Group Ill. The incidences of adult dogs showing weight losses between days -3 and +7 
were the following: Group 1: 3/9; Group II: 4/9: Group Ill: 6/9. It is concluded then that for 
adult dogs exposure to a 5X dosage of test material was associated with a slight mean 

, weight decrease in the period from Day -3 to Day 7. 

While Group I puppies showed a greater mean weight gain in the period from Day -3 to 
+ 7 than Groups II and Ill, their mean weight gain/day in the subsequent period from Day 
7 to 14 (0.053 kg/day) was comparable to the mean weight gains from Day -3 to +7 for 
Groups II (0.033 kg/day) and Ill (0.047 kg/day). Group Ill puppies also showed a greater 
mean weight gain in the period from Day -3 to 7 than did Group II puppies. There is no 
indication then that exposure to the test material affected body weight gain in puppies. 
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TABLE 4. Mean Body Weight Gains for PUPDies 

Day -3 to +7 Day-3 Mean Pup Wt. Gain Mean Pup Wt. Gain 
kg/Day kgiOay 

Day -3 to +-7 Day 7 to 14 

I (Controls) puppies 1.07 ± 0.15 0.37 ±0.15 0.107 0.053 

II (1 X) puppies 0.33 ± 0.15 0.47 ±0.21 0.033 0.067 

Ill (5X} puppies 0.47 ± 0.15 0.53 ±0.25 0.047 0.076 

Values calculated from data on p. 14 and 15 ofMRID 46166108 .. 

E. FOOD CONSUMPTION 

Puppies in Groups II and Ill showed lower mean food consumption values on Days 0 and 
1 relative to their controls. This has to be considered as treatment-related. A similar 
effect in the adults was not evident. 

TABLE 5. Mean Diet :t S.D. (g) Consumed by Dog/Group by Day 

Group 
Day -1 Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 

I (Controls) puppies 227±40 267 ± 14 263 ± 17 279 ±27 315 ± 27 252 ±41 275 ±0 

I {Controls) adults 431 ± 129 475± 131 525± 110 496± 138 504 ± 166 313 ± 173 496 ± t46 

II (1X) puppies 193± 7 122 ±3 89± 17 239 ±45 200 ±81 165 ± 11 209 ± 15 

II (1X) adults 384 ± 218 387± 202 339 ±248 410±207 435 ±216 310± 177 418 ± 192 

II I (SX) puppies 234 ± 27 85±0 98 ±82 201 ±69 178 ±51 167± 98 191 ± 0 

Ill (5X) adults 445 ± 141 497 ± 122 379±207 452 ± 175 435 ±159 322±236 437 ± 122 

Values calculated from data on p. 26·29 ofMRID 46166108. 

F. HEMATOLOGY 

From p. 12 of MR!O 46166108: "The hematology values were within normallimnits 
except for platelet counts, prothrombin time and/or activated partial thromboplastin time. 
These values were significantly elevated in all groups, including the placebo group, and 
therefore were not dose related." 

There were no indications of any treatment related effects on hematology parameters. 
Alkaline phosphatase activity was elevated for puppies iri all groups (and was usually 
above the reference range of 10~150 lUll), but this is normal for puppies. 

G. CLINICAL CHEMISTRY 

There were no indications of any treatment related effects on clinical chemistry 
parameters. As indicated on p. 12 of MRID 46166108 clinical chemistry results "were 
within normal limits in males and females and the few significant differences among male 
or female means in any group or between group means did not appear to be related to 
treatment with the test substance." 

Page 25 of 29 

27 



28

• • H. NECROPSY FINDINGS 

As there were no mortalities, there were no necropsy findings. 

IV. DIS«USSION 

Possible effects related to exposure to the test material included ocular discharge (seen 
in both eyes of one puppy in Group II at 4-hours post-dosing; classified as very slight; 
seen in 3 puppies and one adult in Group Ill in the period from one hour to eight hours 
following the first dose. In all 3 puppies ocular discharge, when it occurred during this 
period, was described as very slight. In the adult there was progression to a red, 
irritated, watery left eye at 8 hours following the first dosage. In addition, very slight to 
moderate salivation was noted in five dogs (including two puppies) of Group Ill in the one 
to eight hours following treatment. Salivation was seen in one adult (#3080, a 32.2-kg 
male receiving three 1.5-ml doses at each application) at the one hour observation (i.e., 
presumably one hour after the first treatment), and very slight salivation was seen in this 
one dog at 3 and 4 hours [following the first dosage], and then moderate salivation was 
seen at 8 hours. However, no effects ["No Observable Abnormalities") were then seen in 
this dog for the remainder of the 14-day observation period. 

Adult dogs dosed at the 5X !eve! tended to show a slight mean weight loss in the week 
following treatment, although there was no indication of an effect on food consumption. 

There was no indication of an effect on body weight in puppies at the 1X and 5X dose 
levels [actually 1.5X and 7.5X dose leve!sJ, although their mean food consumption levels 
for days 0 and 1 were noticeably !ower than concurrent values of their controls as well as 
their own pre-exposure food consumption. 

While the Guidelines for this type of study state that the targeted adequate margin of 
safety is 5X, it is also stated that: "Consideration will be given to products with less than a 
5X margin of safety, depending on the severity of clinical signs of toxicity (e.g. transient, 
non-life-threatening signs)." The test material was not tested at 3X and effects were 
noted at 5X. However, the effects noted at 5X, including ocular discharge (also noted in 
one puppy dosed at what was essentially 1.5X) and salivation were minima! (most 
occurrences of both ocular discharge and salivation were described as "very slight.") and 
reasonably transient. It is noteworthy that no systemic neurological signs (such as 
tremors or ataxia) were observed, and the salivation may have been due to ingestion of 
small amounts oftest materia! from licking or biting the application area. In addition, the 
performing laboratory has demonstrated in the past extremely meticulous reporting of 
observational data in companion anima! safety studies, and it is quite likely that these 
observations would not have been reported from some of the other laboratories which 
conduct this type of study. 

For local derma! effects, one Group!!! puppy (treated at what was essentially a 7.5X 
dose level) showed subsequent shoulder lesions (from day 5 through 15) and was noted 
to scratch this area frequently. Dermal exposure to pyrethroids can cause a burning 
and/or itching sensation at the application site, and this has to be considered an effect 
(unless the registrant can provide additional infonnation demonstrating otherwise). 
However, this was an isolated case, and the three adult dogs treated with 3 unit 
doses/application with a total of 5 applications (for a total of fifteen 1.5-mL ampules in a !I) 
did not show a similar response. 

However, one area of concern is that the 1.5 ml ampules (the only size tested in this 
study) delivered only an average of only 1.17 mL of test materia!, and the registrant is 
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• • proposing packaging this product in 3.0 and 4.5 mL (as well as 1.0 and 1.5 ml) tubes. 
This is acceptable only if the 3.0 ml tubes deliver no more than 2.34 (2 x 1.17) ml and 
the 4.5 ml tubes deliver no more than 3.51 (3 x 1.17) ml. 

This study is classified as Acceptable as a companion animal safety study (OPPTS 
870.7200) for puppies (12 weeks and older) and adult dogs. It is concluded then that 
there is an adequate margin of safety (at least SX) between the exposure 
associated with the proposed use level for this formulation in dogs and the dose at 
which significant adverse systemic toxicological effects (not seen in this study, 
but which might include ear twitching, muscle tremors, drooling) may occur. For 
dermal effects an effect was observed in one puppy in Group Ill (treated at essentially a 
7 .5X dose level), but in none of the other dogs in this study (including the puppies in 
Group II), indicating a reasonably low potential for this effect in dogs treated at the 
proposed use level. 

STUDY DEFICIENCIES: The test materral was not tested at 3X and effects were noted 
at SX. However, the effects noted at SX, including ocular discharge (also noted in one 
puppy dosed at what was essentially 1.5X) and salivation were minimal (most 
occurrences of both ocular discharge and salivation were described as "very slight."). 
In addition, the performing laboratory has demonstrated in the past extremely good 
reporting of observational data, and it is quite possible that what was reported in this 
study would not have been reported from some of the other laboratories which conduct 
this type of study. 
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(Cyphcnothrin 40%1 
EPA File Symbol 2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 

ACUTE TOX ONE-LINERS 

1. DP BARCODE: 0305953 
2. PC CODES: 129013 Cyphenothrin, 129032 Pyriproxyfen, 1 05401 Methoprene 
3. CURRENT DATE: November 23, 2004 
4. TEST MATERIAL: Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a 
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% 
Nylar (Pyriproxyfen). For this action, the test material is being used to support the registration of 
aJ)ro d t · · 400A c h th · 1 r · d' t uct con a1nrng 0 ;ypl eno rrn as so e ac 1ve 1ngre 1en. 

Study/Species/Lab MRIO Results Tox. Core 
Study #/Date Cal Grade 

Acute oral toxicitylraVProdud 46166103 LDw>2000 mg/kg. Up and down Ill A 
Safety Labs (New Jersey)/Project method defaulting to acute tox class 
No. 13320!20-MAY-2003 method. 2/5 Spragu~Dawley derived 

female rats died within 24 hrs after 
dosage at 2000 mg/kg; two rats which 
suNived showed reduced fecal volume, 
ventral staining and hypoadiv~y, with 
recovery by day 4. All survivors gained 
weight in the period from day 0 to 7 and 
again from day 7 to 14. Postmortem 
necropsy of rats which died showed 
discoloration of the lungs and intestines 
and fluid-filled stomad"ls. Findings from 
rats which survived to terminal sacrifice 
were unremarkable. 

Acute dermal toxicity/rat/ Product 46166104 LD50 > 2000 mg/kg. 5M & 5F Sprague- Ill A 
Safety LabS (New Jersey)/Project Dawley derived albino rats were 

· No. 13321!20-MAY-2003 dermally exposed to 2000 mglkg for 24 
hrs; no mortality, no signs of systemic 
toxicity. Three males had some dermal 
irritation with clearing by Day 2. All rats 
gained wt from day 0 to 7 and from day 
7 to 14. No gross abnormalities were 
observed at post-sacrifice necropsy. 

Primary eye irritation/rabbit/ 46166105 No corneal opacity. 3/3 rabbit eyes Ill A 
Product Safety Labs (New were positive (grade 2) for conjunctival 
Jersey)/Project No. 13322/20- irritation at 1 and 24 hrs. All eyes clear 
MAY-2003 (all scores zero) by 72 hrs. 

Primary dermal irritation/rabbit/ 46166106 No edema (all scores for edema = 0). IV A 
Product Safety Labs (New All 3 sites scored 1 for erythema at 1 hr 
Jersey)/Project No. 13323/20- and 2 at 24, 48 and 72 hrs. One site 
MAY-2003 scored 2 for erythema on day 7 while 

the other two scored 1. All scores zero 
on dat 10. The Pll (average of scores 
at 1, 24, 48 & 72 hrs) = 1. 75 

Dermal sensitization (Buehler 46166107 No indication that test material Is a Nota A 
method)/g uinea pig/Product dermal sensitizer. sensitiz 
Safety Labs (New Jersey er 
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• • 
fCyphenothrin 40%1 
EPA File Symbol2517 JL· SERGEANT'S CYPHENOTHRIN SQUEEZE ON FOR DOGS - -

Companion animal/adult dog & 46166108 Three groups of dogs, each containing N/A A 
12-wk old puppies/ Stillmeadow 9 adults & three 12-week old puppies: 
TX/Project No. 7650/03/20-0CT- Group I (control) was treated with the 
2003 amount of vehicle at 1X; Group II was 

treated at1X (dogs 6.8-15 kg: contents 
from one 1.5 mL ampule; 15.1-29.5 kg; 
contents of two 1.5 ml ampules; >29.5 
kg: contents of three 1.5 ml ampules. 
Puppies (<6.8 kg) were treated with 
contents of one 1.5 mL ampule (1.5X). 
Group Ill adults were treated at5X 
(with treatments at 1-hr intervals) and 
Group Ill pups were treated at 7.5X 
label dose. Administration was as a 
spot-on and/or stripe treatment on the 
back. Possible systemic effects noted 
following administration were ocular 
discharge in one Group II puppy at 4 
hrs post-dose and in 4 GroUp Ill 
animals (including all 3 puppies). 
Salivation was also noted in 5 Group Ill 
dogs in the period (1-8 hrs) following 
first administration of test material. -
Puppies (but not adults) showed of 
Groups rr and Ill also showed lower 
mean food consumption on days 0 and 
1. One Group Ill puppy showed 
shoulder lesions (presumably in the 
area where test material was applied) 
from day 5 to the end of the study and 
was noted to scratch this area 
frequently. No effects on clinical 
chemistry or hematology parameters. 
One concern is that 1.5 ml ampules 
delivered only 1.17 ml test material; 
registrant is proposing packaging this 
product in 3.0 & 4.5 ml tubes. This is-
acceptable only if the 3.0 ml lubes 
deliver no more than 2.34 (2x1.17)ml 
and the~-~ ml ~~~es deliver no more 
than 3.51 3x1.17 mL. 

= - -Core Grade Key. A Acceptable, S- Supplementary, U Unacceptable, V Self Validated 
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DP tJ.: (317320) 

8trAPACKAGEBEANSHEE~ 
Dei::ision n: 338118 

Date; 24-May-2005 
Page i o11 

* " * Registration Information " * * 

Registration: ~17-IN. SERGEANT'S CVPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

Company: 2517 - SERGEANT'S PET CARE PRODUCTS, INC. 

Risk Manager: RM 13- George Larocca- (703) ~6100 Room# CM-2 ~·-----

Risk Manager Reviewer: Geor9.::!.e::..=La=r:::..occ:a=..:::G..:::tA:...:R:..:.OC:::..:::..C:..:A.'---------------

Sent Date: 23-Jun-2004 Calculaled Due Date: 13-Feb-2007 

· Type of Regi~trD\Ion: Produc.t Regi:Wetion- Se<;lion 3 

Aclion Desc: {R26.4) NEW USE;NON-FOOf?,!;.;I_N_DO_O_R:....: -----~---

Edited Oue Date: 

Ingredients: ~!...P_,~,_'--'-pcoxyfi-"-'en{2-=-'-%) - ----------- - - - ----­

.!_29013, Cwheoottlrin(-40%) 

• • • Data Package 1nformation • "' "' 

Expedite: 0 Yes • No Date Sent: 24-May-2005 Due Back: 

DP Ingredient: 129013. Cyphenothm 

!_~2. P)fiproxyfen 

DPTitle: ------------------------- ----------·-------
CSF Included: 0 Yes • No label Included: 0 Yes e No Parent DP#: -----

Date In Dille OUt 

Organization: .:...:R;;:.D_I.;..T_RB;;;_, ________ _ 

Team Name: lOX 
~~----------·------- Scierce Due Date: 

Reviewer Name: .:;.B::..:ao;;.;k:::..U'G~, ;;:.ByrL.o.:..;n.:......, _ ____ _ Sub-Data Pacllage Due Date: 

Conlractor Name: 

* * * Studies Sent for Review * " * 

* ** Additional Data Package for this Decision *** 

" " * Data Package Instructions * " * 

---

Byron - You compleled review ofthe companion animal safety study for 2517-IN, ll on Nov. 30th and Nov 24th, 2004. Mark Suarez completed review 
of efficacy dala(MRID 46166109) associated v.nh lhese two products and noted symptoms r~ tn all dogs in Test Group 2(seealti!ched excerpt). 
This a~ars lo be inconsistem with what you reported. Mafic has electronically sent you a ccpy of the e1ficacy study lor further coosidealion. 
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PLRS 0307 
SERGEANT'S CYPHENOTHRIN SPOT -ON 

noted on test days 19-38.-Dog ID lACDl had red irritated skin on the stomach noted on 
test days 16-48. · 

These three dogs in Test GToup 1 were b'eated for the hair loss and/or irritated 
skin. Dog ID lABEI·was treated beginning on test day 8 with nitrofurazone ointment 
(Lot No. XN0272A, expiration date l.I/04) twice daily for seven days ~d with 1 cc 

· injectable dexamethasone (Lot No. 2090982,.expiration date 09/04) once daily for three 
days. Dog ID 36491 was likewise treated with the same medications for the same 
duration beginning on test day 22. However, a deviation occuned when on the first day 
of the seven day treatment the nitrofurazone ·ointment was admini~tered only once instead 
oftwi~e. Dog ID IACDl was treated beginning on te~ day 42 with 1 cc injectable 
dexamethasone (Lot No. 2090982, expiration date 11/04) once daily for three days and 
with Gentocin spray (Lot No. 018046, expiration date 06/04) twice daily for seven days. . . . 

Test Group 2 (cyphenothrin): In gen.eral, all six dogs in this group responded to 
treatment with similar reactions. Dog 35022 vonuting· was noted on test day 1, head 

. · ,/.. shaking was noted on test days 2, 3 and 5, licking of paws was noted on test days 2-6, 
IN;~ , ~7u rubbing of the head and body on test day 3 and slight tremors all over body on test day 5. 
i_ l(t)fM~ Dog ID CNJAZF had slight ~emors noted on test day l, had shaking on test days 1- 5, 
VJf. squinting on test day 1, licking of paws on ~t days 1-3, unsteadiness on test day I, 

6/rJO 
1 
4~ circling on test d~y 2~ pacing on test day 4 and rubbing of~ead on test day 1. Dog Ji? . 

. { ":) 36737 had ear tWitching note~ on test days 1-3, h~d shaking on test' days 1 arid 3,ltcking 
· · .,. ')of paws on test days 1 an~ 5, pacing on test days 4 and 5, and slight body treqio~s on test 

.t days 2 and 3. Dog ID 28625 had head shaking noted on test days 1-3, 5, 7 and 8, ear 
: · twitching on test day 3, licking ~f the paws and genitalia on test days 3 and 4 and haji: lt5.:l loss and irritated skin on $-e right shoulder onto the mid-back on test days 22-47. Dog ID 

_;.. 34911 vomited on test day 1, head sh~gwas noted on test days 14,7 and 8, licking of 
geni1aJia/paws on test days 1-7, hair loss/redness at ear tips on test days 2-5 and 7-33. 
Dog lD HHCAVJ had· head shaking and slight body tremors noted oil test day 3. 

. . 

Post·treatment Flea and Tick Counts and Product Efficacy (fables 3-25) 

. . 

TEST DAY 1 (HAND COUNTS) . 

The mean number of live fleas cowtted on the dogs in Test Group 1 {Untreated 
Controls) was 33.2 fleas/dog (range 27 to.45 fleas) and the mean number of live ticks 
couhte_d on these dogs was 20.0 ticks/dog (range 12 ~o 31 ticks), Table 3. · 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Date: November 24, 2004 

MEMORANDUM 

Subject: EPA File Symbol: 2517-IN SERGEANT'S CYPHENOTHRIN + IGR 
SQUEEZE-ON FOR DOGS 

From: 

To: 

DP Barcode: D305948 
Decision No.: 3381 18 
PC Codes: 129013 Cyphenothrin (CAS #39515-40-7), 129032 
Pyriproxyfen (CAS #95737-68-1) 

Byron T. Backus, Ph.D. 
Technical Review Branch . 
Registration Division (7505C) 

Linda Deluise/George LaRocca RM 13 
Insecticide Branch 
Registration Division (7505C) 

Applicant: SERGEANT'S PET CARE PRODUCTS, INC. 

FORMULATION DECLARATION FROM LABEL: 

Active lngredientls): % by wt 
Cyphenothrin (CAS #39515-40-7) ...... ................................................. .40.0% 
Nylar {CAS #95737-68-1) ............. ................ .. ................. ....... ................ 2.0% 

Inert Ingredients: ................................................. ................. .............. .. ............ 58.0o/o 
Total: 100.00% 
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JCypllcnothrin 40%; Pyriproxyren 2%1 
EPA File Symboi2517~1N: SERGEANT'S CYPBENOTHRIN + IGR SQUEEZE~ON FOR DOGS 

ACTION REQUESTED: 

The Risk Manager requests: 

Tox waiver request for acute inhalation; review of 5 other acute studies and a 
companion animal study. 

BACKGROUND: 

This package includes an acute oral L050 study (rat. up-and-down procedure. defaulting 
to an acute toxic class procedure. MRID 46166103); acute dermal LD50 study (rat; 
MR!D46166104); primary eye irritation study (rabbit; MRID 46166105); primary dermal 
irritation study (rabbit; 46166106) and a dermal sensitization study (guinea pig; 
46166107), as well as a companion animal safety study in dogs (MRID 46166108). 
The five acute toxicity studies were conducted at Product Safety Labs, New Jersey. The 
companion animal safety study was conducted at Still meadow, Inc. In addition, there is 
a waiver request for an inhalation study. All studies were conducted on Cyphenothrin­
fGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1 .061 
g/ml, containing 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. 

RECOMMENDATIONS: 

·1 . The companion animal (dog) safety study in MRID 46166108 has been reviewed and 
has been classified as acceptable for puppies (12 weeks and older) and adult dogs. 
It is concluded that there is an adequate margin of safety (at least 5X) between the 
exposure associated with the proposed use level for this formulation in dogs, and 
that at which significant adverse systemic effects (not seen in this study, but which 
might include ear twitching, muscle tremors, drooling) may occur. For dermal effects 
an effect was observed in one puppy in Group Ill (treated at essentially a 7.5X dose 
level). but in none of the other dogs (including the puppies in Group II, dosed at 1.5X) 
indicating a reasonably low potential for this effect in dogs treated at the proposed 
use level. 

2. It is noted that the test material was supplied in (and applied from) unidose 1.5 ml 
ampules. However, the report states that the mean volume delivered from a single 
1.5 mL ampule was 1.17 ml, and the registrant is proposing packaging this product 
in 3.0 and 4.5 (as well as 1.0 and 1.5) ml tubes. This is acceptable only if the 3.0 ml 
tubes deliver no more than 2.34 (2 x 1.17) m l and the 4 .5 m l tubes deliver no more 
than 3.51 (3 x 1.17) mL. 

3. The five acute toxicity studies have been reviewed and classified as acceptable. In 
addition, TRB has no objection to the registrant's waiver request for an acute 
inhalation study, based on the product form (a yellow liquid), its proposed packaging 
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• • (1.0, 1.5, 3.0 or 4.5 ml tubes or ampules), the method of application (as a spot-
on or stripe-on to the dog's back), and the relatively low inhalation toxicrty of technical 
Cyphenothrin (one report from the open literature gives a rat LC50 of 1.85 mg/L, or 
EPA toxicrty category Ill; extrapolating from this the inhalation LC50 value for a 40% 
Cyphenothrin-60% inert product would then be greater than 4 mg/L, or EPA toxicity 
category IV by this exposure route). 

4. Based on the results of the acute toxicity studies, the following is the acute toxicity 
profile for EPA File Symbol: 2517-IN SERGEANT'S CYPHENOTHRIN + IGR 
SQUEEZE-ON FOR DOGS. The signal word of the product would be CAUTION, as 
proposed by the registrant: 

Study Type 
Acute Oral LD50 (rat) 
Acute Dermal LD50 (rat) 
Acute Inhalation LC50 
Primary Eye Irritation (rabbit) 
Primary Dermal Irritation (rabbrt) 
Dermal Sensitization (guinea pig) 

Tax. Cat. 
Ill 
Ill 
IV 
Ill 
IV 
Negative 

Classification & MRID # 
Acceptable (#46166103) 
Acceptable (#46166104) 
Waived 
Acceptable (#46166105) 
Acceptable (#46166106) 
Acceptable (#46166107) 

5. Based on the acute toxicity profile and proposed uses, the following is the 
precautionary labeling for this product, as obtained from the Label Review System: 

PRODUCT ID #: 

PRODUCT NAME: 

002517-00080 

SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

PRECAUTIONARY STATEMENTS 
SIGNAL WORD: CAUTION 

Hazards to Humans and Domestic Animals: 

Harmful if swallowed or absorbed through skin .. Causes moderate eye irritation. Avoid contact with skin, 
eyes or clothing. Wash thoroughly with soap and water after handling. 

First Aid: 

If on skin: 
-Take off contaminated clothing. 
-Rinse skin immediately with plenty of water for 15-20 minutes. 
-Call a poison control center or doctor for treatment advice. 

If swallowed: 
-Call a poison control center or doctor immediately for treatment advice. 
-Have person sip a glass of water if able to swallow. 
·Do not induce vomiting unless told to by a poison control center or doctor. 
~Do not give anything to an unconscious person. 
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JCyphcnothrin40%; Pyriproxyfcn 2%1 
EPA File Symboi2517-1N: SERGEANT'S C\'PHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

If in eyes: 
-Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
-Remove contact lenses, if present after the first 5 minutes, then continue rinsing. 
-Call a poison control center or doctor for treatment advice. 

NOTE TO PHYSIOAN: Note to PM/CRM/Registrant: The proposed label should contain a "Note to 
Physician•. The following statements are suggested types of information that may be included, if 
appficable: • technical information on symptomatology; - use of supportive treatments to maintain life 
functions; - me:tidne that will counteract the specific physiological effects of the pesticide; -company 
telephone number to specifiC medical personnel who can provide spedallzed medical advice. 
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ICypbenothrin 40%; Pyriproxyfen 2%1 
EPA File Symboi2517-JN: SERGEANT'S CYPtiENOTHRJN + JGR SQUEEZE-ON FOR DOGS 

Reviewer: Byron T Backus, Ph.D. Date: November 19, 2004 
Risk Manager (EPA): 13 

STUDY TYPE: Acute Oral Toxicity - Rat; OPPTS 870.1100; OECD 425 

TEST MATERIAL (o/o a.l.l: Cyphenothrin·IGR Squeeze·On for Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRIO 46166104 the specific gravity of the test material was 1.061 g/ml. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent wi1h the proposed product 2517·1N 
Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain 
Methoprene) with a label declaration of: Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0% . 

.J 

- CITATION: Moore, G. (2003) Acute Oral Toxicity Up and Down Procedure in Rats: 
Cyphenothrin· IGR Squeeze-On for Dogs. Project Number: 13320, P320/UOP. Unpublished 
study prepared by Product Safety Labs, Food Product Laboratory and Silliker Laboratories of 
New Jersey, Inc. 16 p. Study Completion Date: May 20, 2003. MRID 46166103. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue Nort~. 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In an acute oral toxicity study {MRID 46166103), conducted using the 
up·and-down procedure but defaulting to the acute toxic class method, Cyphenothrin-IGR 
Squeeze.On for Dogs (2824) MGK GLP Project #1683A- Lab Prepared, a clear, light yellow 
liquid with a specific gravity of 1.061 g/mL containing 39.87% Gokilaht (Cyphenothrin), 3.0% 
Methoprene and 2.00% Nylar was administered by oral gavage at 2000 mglkg to a single 
Sprague.Dawley derived 9-week-old albino fasted (overnight) female rat. When this rat 
survived, four additional fasted (overnight) female rats of the same strain, age, body weight 
range (164-182 g) and source (Ace Animals, Inc., Boyertown, PA) were also dosed at2000 
mg/kg. 

On the day of dosage rats were observed for several hours for mortality and signs of gross 
toxicity for several hours post-dosing. They were then observed at least once a day for the 
remainder of the 14·day observation period. 

On the day of dosage rats were observed at least 3 times within the f irst 4 hours after dosing 
for clinical signs of toxicity and mortality and then at least once daily for the remainder of the 
14-day observation period. Individual body weights were recorded just prior to dosing (Day 0) 
and on days 7 and 14. Individual body weigh1s were recorded predosing and on days 7 and 14. 

Two rats died within 24 hours of dosage with no clinical signs observed prior to death. Two rats 
which survived showed reduced fecal volume, ventral staining and hypoactivity, with recovery 
by Day 4. All survivors gained weight in the period from Day 0 (predose) to Day 7 and again 
from Day 7 to 14. 
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• • 
[Cyphenothrin 40%; Pyriproxyfen 2%[ 
EPA File Symboi2SI7~1N: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

Postmortem necropsy findings in the rats which died showed discoloration of the lungs and 
intestines and fluid filled stomachs. Gross necropsy findings in rats suJViving to terminal 
sacrifice were unremarkable. 

Estimated Oral LD50 in female rats > 2000 mg/kg. 

EPA File Symboi2517-IN Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs, a clear, light 
yellow liquid with a specific gravity of 1.061 g/ml containing 40% Cyphenothrin and 2% 
Pyriproxyfen (Nylar) is in EPA toxicity category IJ I in terms of oral exposure based on the 
observed LD50 (>2000 mg/kg) in female rats. 

This acute oral study is classified as acceptable. It does satisfy the guideline requirement for 
an acute oral study (OPPTS 870.11 DO; OECD 425) in the rat. 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 16), and [No) 
Data Confidentiality (p. 2) statements were provided. 

RESULTS and DISCUSSION: 

AOT425statpgm (Version: 1.0) Test Results and Recommendations 
Acute Oral Toxicity (OECD Test Guideline 425) Statistical Program 

DatefTime: Friday, October 15, 2004, 4:37:11 PM 
Data file name: Cyphenothrin-IGR.dat 
Last modified: 10/15/2004 4:37:11 PM 

TesUSubstance: Cyphenothrin-IGR 
Test type: Limit Test 
Limit dose (mg/kg): 2000 
Assumed LD50 (mg/kg): Default 
Assumed sigma (mg/kg): 0.5 

DATA: 

Test Animal Dose Short-term Long-term 
Seq. ID (mg/kg) Result Result 

1 8040 
2 8198 
3 8239 
4 8372 
5 9407 

2000 
2000 
2000 
2000 
2000 

(X = Died, 0 - Survived) 

0 
0 
0 
X 
X 

0 
0 
0 
X 
X 

Dose Recommendation: The limit test is complete. 
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1Cyphcnothrht40%; Pyriproxyfcn 2%1 
EPA File Symbol 2517wiN: SERGEANT'S CYPHENOTHRIN + JGR SQUEI!.ZE-ON FOR DOGS 

SUMMARY OF LONG· TERM RESULTS: 

Dose 0 X Total 

2000 3 2 5 

All Doses 3 2 5 

Statistical Estimates: 

The LDSO is greater than 2000 mg/kg. 

. .. 
' 

.. 
·. Mortali~/NiJmber rested 

Dose (mg/kg bw) 
:··:.·. · ' . ·;1·, •• ·.: '·. • .. 

IV! ales F$rr1~1es 
.. 

. Combined .. 
. . 

2000 . 2/5 . 

Statistics ·Not necessary to compute the oral LD50. 

A. Mortalit~- As noted in the table above. 

a. Ctinical observations· Two rats died within 24 hours of dosage with no clinical signs 
observed prior to death. Two rats which survived showed reduced fecal volume, ventral staining 
and hypoactivity, with recovery by Day 4. All survivors gained weight in the period from Day 0 
(predose) to Day 7 and again from Day 7 to 14. 

c. Gross Necropsy- Postmortem necropsy findings in the rats which died showed 
discoloration of the lungs and intestines and fluid fi lled stomachs. Gross necropsy findings in 
rats surviving to terminal sacrifice were unremarkable. 

o. Reviewer's Conclusions: The study is acceptable. EPA File Symbol 2517-IN Sergeant's 
Cyphenothrin + IGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of 
1.061 g/ml containing 40% Cyphenothrin and 2% Pyriproxyfen (Nylar) is in EPA toxicity 
category Ill in terms of oral toxicity based on the observed LD50 (>2000 mg/kg) in female rats. 

E. Deficiencies. None 
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ICyphenothrin 40%; Pyriproxyfen 2%1 
EPA File Svmboi2517·1N: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. 
Risk Manager (EPA): 13 

Date: November 22, 2004 

STUDY TYPE: Acute Dermal Toxicity· Wistar rats· OPPTS 870.1200; OECD 402 

TEST MATERIAL!% a.i.): Cyphen01hrin·IGR Squeeze·On for Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of M RID 461661 04 the specific gravity of the test material was 1. 061 g/mL. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517·1N 
Sergeant's Cyphenothrin + IGR Squeeze.on for Dogs (although this product does not contain 
Methoprene) with a label declaration of: Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%. 

CITATION: Moore, G. (2003) Acute Dermal Toxicity Study in Rats· Limit Test: Cyphenothrin­
IGR Squeeze-On for Dogs. Project Number: 13321, P322. Unpublished study prepared by 
Product Safety Labs, Food Product Laboratory and Silliker Laboratories of New Jersey, Inc. 16 
p. Study Completion Date: May 20, 2003. MRID 46166104. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North, 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In an acute dermal toxicity study (MRID #46166104}, a group (SM & 
SF) of Sprague-Dawley derived albino rats (source: Ace Animals, Inc., Boyertown, PA: Males: 
300-318 g; Females: 178·204 g: young adult {indicated by body weight data]) were dermally 
exposed (approximately 10% of body surface) for 24 hrs to 2000 mg/kg of undiluted 
Cyphenothrin~IGR Squeeze. on for Dogs, a clear, light yellow liquid with a specific gravity of 
1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar 
(Pyriproxyfen). The test material was held in contact by a gauze pad and Durapore tape. 

Rats were observed several times after application on day 0 and once daily thereafter for 14 
days. Individual body weights were recorded just prior to dosing (day 0) and on days 7 and 14. 

There was no mortality and there were no signs of systemic toxicity. Three males showed 
some dermal irritation (erythema and/or edema) with clearing by day 2. All rats gained weight 
from day 0 to 7 and from day 7 to 14. 

No gross abnormalities were observed at post-sacrifice necropsy. 

Dermal LD50 Males > 2000 mg/kg (0/5 died) 
Females> 2000 mg/kg (0/5 died) 
Combined> 2000 mg/kg (0/10 died) 

Based on the ratLD50 > 2000 mg/kg, Cyphenothrin-IGR Squeeze.Qn for Dogs, a clear, light 
yellow liquid with a specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% 
Methoprene and 2.00% Nylar is in EPA toxicity category Ill in terms of dermal toxicity. 
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JCypllenothrin 40%; ryriproxyfen 2%1 
EPA File Symbo12517-IN: SERGEANT'S CVPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

This acute dermal study is classified as acceptable. It does satisfy the guideline requirement 
for an acute dermal study (OPPTS 870.1200; OECD 402) in the rat. 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 16), and [No] 
Data Confidentiality (p. 2) statements were provided. 

RESULTS and DISCUSSION: 

,,· .. . . :;, ' ... .. . . 

; NJ~rtalityiNuniber T.~ste~ ; 

.. . .. .. 
Dose (mg/kg bw) .. ,. •: .. 

''Males F.emales c~mbined' : 

2000 0/5 0/5 0/10 

Statistics - Not necessary to compute the dermal LD50• 

A. Mortality - None, as noted in the table above. 

8. Clinical observations~ There were no signs of systemic toxicity. Three males showed 
some dermal irritation (erythema and/or edema) with clearing by day 2. A ll rats gained weight 
from day 0 to 7 and from day 7 to t4. 

c. Gross Necropsv ~No gross abnormalities were observed at post-sacrifice necropsy. 

D. Reviewer's Conclusions: The study is acceptable. Based on the rat LD50 > 2000 mg/kg, 
Cyphenothrin-IGR Squeeze~On for Dogs, a clear, light yellow liquid with a specific gravity of 
1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar 
(Pyriproxyfen) is in EPA toxicity category Ill in terms of dermal toxicity. 

E. Deficiencies~ None 
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ICyphcnothdn 40%; Pyl'ipr-oxyfen 2%1 
EPA File SymbotlSJ7-IN: SERGEANT'S CYPHENOTHRIN + tGR SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. 
Risk Manager (EPA): 13 

Date: November 23, 2004 

STUDY TYPE: Primary Eye Irritation • NZW Rabbit; OPPTS 870.2400; OECD 405 

TEST MATERIAL C% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project 
#1683A. Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRID 461661 04 the specific grayity of the test material was 1.061 g/m L. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517-IN 
Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain 
Methoprene) with a label dedaration of Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%. 

CITATION: Moore, G. (2003) Primary Eye Irritation Study in Rabbits: Cyphenothrin-IGR 
Squeeze-On for Dogs. Project Number: 13322, P324. Unpublished study prepared by Product 
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p. 
Study Completion Date: May 20, 2003. MRID 46166105. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North, 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In a primary eye irritation study (MRID 46166105), 0.1 ml of 
undiluted Cyphenothrin·IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific 

· gravity of 1.061 g/mL containing 39.87% Cyphenothrin. 3.00% Methoprene and 2.00% Nylar 
(Pyriproxyfen), was instilled into the conjunctival sac of one eye of each of 3 adult New Zealand 
White Rabbits (weights: not reported; ages: young adult; source: Davidson's Mill Farm. South 
Brunswick, NJ). with observations and scoring at 1, 24, 48 and 72 hours after instillation. 

No corneal opacity was observed (with 2% ophthalmic fluorescein sodium used at 24 hours to 
verify the absence of corneal opacity at that reading). 3/3 eyes were positive for conjunctival 
redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72 
hours. 

ln this study, Cyphenothrin-lGR Squeeze-On for Dogs, a clear light yellow liquid with a specific 
gravity of 1.061 g/mLcontaining 39.87% Cyphenothrln, 3.00o/o Methoprene and 2.00% Nylar 
(Pyriproxyfen) Is In EPA toxicity category Ill based on the presence of grade 2 conjunctival 
redness in 3/3 eyes at 24 hrs which subsequently deared by 72 hrs. 

This study is classified as acceptable. It does satisfy the guideline requirement for a primary 
eye irritation study (OPPTS 870.2400; OECD 405) in the rabbit. 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 17). and [No] 
Data Confidentiality (p. 2) statements were provided. 
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• • 
]Cyphenothrin 40%; Pyriproxyfen 2%] 
EPA File Symboi2517-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

RESULTS AND DISCUSSION: 

N"mhoc" j i " tested 

1 hr_ 24 hrs2 48 hrs 72hrs 

013_ 013 013 Oil_ 

Iritis 013 013 0/3 013 

c 
313 3/3 013 Q/3 

_Q! i 0/3 0/3 013 013 

3/3 013 0/3 Q/3 

::'WOO . or more positive . . 2Fiuoresce1n sta1mng was used to venfy the absence of corneal opac1ty . 

A. Observations - No systemic effects were observed. 3/3 eyes were positive for conjunctival 
redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72 
hours. 

B. Reviewer's Conclusions: The study adequately defines a Toxicity Category Ill hazard 
potential in terms of eye exposure potential for Cyphenothrin-IGR Squeeze-On for Dogs, a 
clear, light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 
3.00% Methoprene and 2.00% Nylar (Pyriproxyfen). 

C. Deficiencies - None 
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!Cyphenothrin 40%; Pyriproxyren 2%! 
EPA File Symboi2517-1N: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. 
Risk Manager (EPA): 13 

Date: November 23, 2004 

STUDY TYPE: Primary Dermal Irritation - NZW Rabbit; OPPTS 870.2500; OECD 404 

TEST MATERIAL !% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/ml. 
The test material is described as a clear, light yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517-IN 
Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain 
Methoprene) with a label declaration of Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%. 

CITATION: Moore, G. (2003) Primary Skin Irritation Study in Rabbits: Cyphenothrin-IGR 
Squeeze-On for Dogs. Project Number: 13323, P326. Unpublished study prepared by Product 
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p. 
Study Completion Date: May 20, 2003. MRID 46166106. 

SPONSOR: MClAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North, 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In a primary dermal irritation study (MRID 46166106), 0.5 ml 
aliquots of undiluted Cyphenothrin~IGR Squeeze~On for Dogs, a clear light yellow liquid with a 
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% 
Nylar (Pyriproxyfen), were applied to dermal sites on each of 3 (2M & 1 F) young adult New 
Zealand White albino rabbits (source: Davidson's Mill Farm, South Brunswick, NJ) with 4-hour 
semioccluded exposure. 

After4 hours, the gauze patch and holding tape were removed. The test sites were scored 
(Draize) at 1, 24, 48 and 72 hrs and at 7 and 10 days. 

No edema was observed (all scores for edema were zero). All sites scored one for erythema at 
1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on day 7 while the other 
two scored 1. All scores were zero on day 10. The PI! (average of scores at 1, 24, 48 & 72 hrs) 
= 1.75. 

In this study, Cyphenothrin~IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific 
gravity of 1.061 glml containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar 
(Pyriproxyfen) is in EPA Toxicity Category IV for dermal irritation effects, based on the Pll of 
1.75 and relatively low score (grade 2, characterized as well-defined) for erythema at 72 hrs 
[EPA Toxicity Category Ill would be characterized by moderate or grade 3 erythema at 72 hrs) 
following 4~hr semi~occluded exposure. 

This study is classified as acceptable. It does satisfy the guideline requirement for a primary 
dermal irritation study (OPPTS 870.2500; OECD 404) in the rabbit. 
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fCypflenothrin 40%; Pyriproxyfcn 2%1 
EPA File Symboi25J7-IN: SERGEANT'S CYPHENOTHRJN + IGR SQUEEZE-ON FOR DOGS 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 17), an·d [No] 
Data Confidentiality (p. 2) statements were provided. 

RESULTS and DISCUSSION: 

A. Observations- No edema was observed (aff scores for edema were zero). All sites scored 
one for erythema at 1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on 
day 7 while the other two scored 1. All scores were zero on day 10. The Pfl (average of scores 
at 1, 24, 48 & 72 hrs) "" 1. 75. 

B. Results- The Pff (average of 1, 24, 48 and 72-hour scores) = 1. 75 The mean irritation 
score on day 3 was 2.0 (erythema: 2.0; edema: 0.0). 

C. Reviewer's Conclusions- The study adequately demonstrates a Toxicity Category IV 
hazard potential in terms of dermal irritation for Cyphenothrin-IGR Squeeze-On for Dogs, a 
clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 
3.00% Methoprene and 2.00% Nylar (Pyriproxyfen). 

D. Deficiencies- None 
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!Cyphenothrin 40%; Pyriproxyfen 2%1 
EPA File Symboi2517-JN: SERGEANT'S CVPHENOTIIRIN + !GR SQUEEZE-ON FOR DOGS 

Reviewer: Byron T. Backus, Ph.D. 
Product Manager (EPA): 13 

Date: November 23, 2004 

STUDY TYPE: Dermal Sensitization- albino Guinea Pig; OPPTS 870.2600; OECD 406, 429 

TEST MATERIAL(% a.i.): Cyphenothrin-IGR Squeeze-On tor Dogs (2824) MGK GLP Project 
#1683A- Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this 
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From 
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/ml. 
The test material is described as a clear, ligh1 yellow liquid. 

SYNONYMS: The test material description is consistent with the proposed product 2517-IN 
Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain 
Methoprene) with a label declaration of Cyphenothrin 40.0% and Pyriproxyfen {Nylar) 2.0%. 

CITATION: Moore, G. (2003) Dermal Sensitization Study in Guinea Pigs: Buehler Method: 
Cyphenothrin-IGR Squeeze-On for Dogs. Project Number: 13324, P328. Unpublished study 
prepared by Product Safety Labs, Food Products Laboratory and Silliker Laboratories of New 
Jersey, 1 nc. 25 p. Study Completion Date: May 20, 2003. MRIO 46166107. 

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North, 
Minneapolis, MN 55427 

EXECUTIVE SUMMARY: In a dermal sensitization study (MRID 46166107) with Cyphenothrin­
IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/ml 
containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar {Pyriproxyfen), a group 
of 20M Hartley albino guinea pigs (373-428 g; young adult; source: Elm Hill Breeding Labs, 
Chelmsford, MA) were each dermally exposed (6 hours) to a 0.4 mL aliquot of test material on a 
once-a-week basis for 3 consecutive weeks. After a two week rest period they were then 
dermally challenged with 0 .4 ml of a 75% w/w mixture of the test material in mineral oil at a 
previously unexposed site. An additional10 previously unexposed male guinea pigs received 
were similarly treated. Challenge sites on all30 guinea pigs were evaluated and scored for 
erythema at 24 and 48 hours after the application. 

Following challenge, 7/20 previously exposed guinea pigs showed very slight (score of 0.5) 
erythema at 24 hours; all scored zero at 48 hours. 4/10 controls showed very slight (score of 
0.5) erythema at 24 hours; all scored zero at 48 hours. 

The report includes results from a positive control study (PSL Study #12371) which was 
conducted with technical (8SOA>) alpha-Hexylcinnamaldehyde and completed on August 15, 
2002. The results (3/1 0 previously exposed, 0/5 naive control guinea pigs showing a positive 
response at challenge) were appropriate. The study dates for the tes1ing with Cyphenothrin­
JGR Squeeze-On for Dogs were from March 13 to April 11. 2003. While slightly outside the 6· 
month period indicated in the Guidelines, it is concluded1he overall S1udy findings are 
acceptable. 
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• • 
!Cyphenolhrin 40%; Pyriproxyfen 2%J 
EPA File Symboi2517-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

In this study there were no indications that Cyphenothrin~IGR Squeeze-On for Dogs, a 
clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87% 
Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen) Is a dermal sensitizer. 

This study is classified as acceptable. It does satisfy the guideline requirement for a dermal 
sensitization study (OPPTS 870.2600; OECD 406, 429) in the Guinea pig. 

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 25), and [No) 
Data Confidentiality (p. 2) statements were provided. 

I. PROCEDURE 

A. Induction- Each of 20 male Hartley albino guinea pigs was treated once a week for 3 
consecutive weeks to a 6-hour exposure to 0.4 ml undiluted Cyphenothrin-IGR Squeeze-On for 
Dogs. 

B. Challenge- Twenty-seven days after the first induction exposure 0.4 ml of a 75% w/w 
mixture of the test material in mineral oil was applied to a naive site on the right side of each 
guinea pig at a previously unexposed site. These sites were evaluated and scored for 
erythema at 24 and 48 hours after the challenge application. 

C. Naive Controls- At the time the 20 previously induced guinea pigs were challenged, 10 
previously unexposed (negative control) guinea pigs were similarly challenged. 

II. RESULTS and DISCUSSION: 

A. Reactjons and duration- Following challenge, 7120 previously exposed guinea pigs 
showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours. 4/10 
controls showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours. 

B. Positive control -The report includes results from a positive control study (PSL Study 
#12371) which was conducted with technical (85%) alpha-Hexylcinnamaldehyde and completed 
on August 15, 2002. The results (3/10 previously exposed, 015 naive control guinea pigs 
showing a positive response at challenge) were appropriate. The study dates for the testing 
with Cyphenothrin-IGR Squeeze-On for Dogs were from March 13 to April11, 2003. While 
slightly outside the 6-month period indicated in the Guidelines, it is concluded the overall study 
findings are acceptable. 

C. Reviewer's Conclusions: Based on the results of this study Cyphenothrin-IGR Squeeze­
On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/ml containing 
39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyrlproxyfen) is not a dermal 
sensitizer. 

D. Deficiencies- The final date for the cited positive control study is approximately 7 months 
before the initiation of this study. However, TRB can accept the results of this study. 
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• • EPA Primary Reviewer: Byron T. Backus, Ph.D. Signature:--------
Technical Review Branch1 Registration Division (7505C} Date, _______ _ 
EPA Secondary Reviewer: William Dykstra. Ph.D. Signature:--------
Health Effects Division (7509C) Date. _______ _ 

I DATA EVALUATION RECORD 

STUDY TYPE: Companion Animal Safety - Dogs OPPTS 870.7200 

PC CODES: 129013 (Cyphenothrin), 129032 
RISK MANAGER: (EPA): 13 

DP BARCODE: D305948 
DECISION N0.:338118 

PRODUCT AND TEST MATERIAL: Cyphenothrin-IGR Spot-on for Dogs. [EPA File Symbol 
2517-IN]; a liquid labeled "Gokilaht Spot-On w!IGR's (2824) 40.00% RS-Gokilaht; 3.00% S­
Methoprene; 2.00% Nylar." According to a certificate of analysis (p. 47 of MRID 46166108) the 
formulation contained 39.87% Gokilaht, 3.00% S~Methoprene and 2.00% Nylar. Packaged in 
unidose ampules containing 1.5 mL product. 

CITATION: Kuhn, J. (2003) Companion Animal Safety Study in Dogs: Cyphenothrin-IGR Spot­
on for Dogs. Final Report. Project Number 7650/03. Unpublished study prepared by 
Stillmeadow, Inc. and Miller, Thomas A 53 p. Study.Completion Date: 20 October 2003. MRID 
46166108. 

SPONSOR: Sergeant's Pet Care Products, Inc. Omaha, NE 68130-1703. 

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 46166108), groups of 12 
dogs (from 5 to 9 mates in each group) with each group including three 12~week old puppies 
weighing 4.1-6.1 kg, 2 or 3 dogs weighing 6.8-15 kg, 3 or 4 dogs weighing 15.1-29.5 kg, and 3 
weighing >29.5 kg) were dosed with: 1) the amount of vehide contained in a single dose (Group 
I, controls); 2) at 1X the label use directions (except for puppies, which were dosed at 1.5X) in 
Group II, and 3) at 5X the label use directions (except for puppies, which were dosed at 7.5X) in 
Group Ill. Group Ill dogs were treated five times with one hour between each treatment. 

The test material was supplied in unidose 1.5 mL ampules. However, the report states that the 
mean volume delivered from one of these ampules was 1.17 mL. One dose for puppies 
consisted of material from a single 1.5 mL ampule (the proposed label states that dogs weighing 
less than 15 lbs [= 6.8 kg] are to be treated with 1.0 mL), for dogs weighing 15-33 lbs (6.8-15 kg) 
it was 1.5 mL, for dogs weighing 15.1-29.5 kg it was the contents of two 1.5 mL ampules (the 
proposed label says two 1.5 mL or one 3.0 mL ampule), and for dogs weighing >29.5 kg it was 
three 1.5 mL ampules (the proPosed label says three 1.5 mL or one 4.5 mL ampules). The 
control material was supplied in bulk and placebo controls were treated with this formulation 
(without actives} at the rate of 55.13% of the active product dose volumes. 

Administration was according to the proposed label directions and involved application of the test 
sUbstance (or control vehicle) to the skin in a line along the spine starting at the back of the 
neck. Label directions specify application of the product as a spot-on or stripe treatment 
between the shoulder blades to dogs weighing up to 15 kgs. For dogs weighing between 15 and 
29.5 kg application would be as a spot-on or stripe treatment at two sites on the back, one 
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• • between the shoulder blade and one directly in front of the base of the tail. For >29.5 kg the 
contents of one 1.5 mL ampule would be applied to the back as a spot-on or stripe between the 
shoulder, and the contents of the other two 1.5 ml ampules would be applied as a stripe on the 
back in front of the base of the tail. 

Each dog in Groups I and II was observed at 1, 2, 3 and 4 hours following treatment on Day 0. 
Group If! dogs were also observed "between the hourly dosings" (1, 2, 3, 4, 5, 6, 7 and 8 hours 
after the first treatment). All dogs were then observed twice (a.m. and p.m.) on Days 1-15. 

Individual body weights were determined on Days -7, -3, 7 and 14. Individual food consumption 
was determined on a daily basis from Day -7 through Day 15 by measuring the amount of food 
given to each dog in the morning and subtracting the amount left at the end of the day. Blood 
samples were taken on Days -7 and 1 following overnight fasts. 

Possible systemic effects related to exposure to the test material included ocular discharge and 
salivation. In the immediate period following treatment, ocular discharge was observed in one 
Group II dog (a puppy) at 4 hours post-dose, and in 4 Group Ill dogs (including all three 
puppies). Salivation (mostly very slight, but in some cases moderate) was observed in five 
Group Ill dogs (including 1/3 puppies), and was observed (very slight) in one adult 32.2 kg dog 
at 1 hour postdose (so at this time this dog had presumably been treated with only 1 or 2 
applications of test material). Salivation was seen in another Group Ill adult starting at 3 hours, 
and in two additional Group Ill adults starting at 4 hours. During the subsequent 15-day 
observation period, ocular discharge was frequently observed (including continuously from day 
10 to 15) in one control puppy, in none of the Group II (1X) dogs, and in one Group Ill puppy 
(days 1-2) and one Group Ill adult (days 1-6, then again on Days 13-15); both of these Group Ill 
animals had also shown ocular discharge in the period immediately following the first treatment. 
Salivation was observed in one Group Ill adult male at the AM observation on Day 1 (this dog 
had also showed salivation during the 8-hour period following the first treatment). One Group Ill 
male puppy showed a lesion (or lesions) on both sides of the shoulder (presumably at or near 
the application site) from Day 5 through 15, and was observed to scratch this area frequently. 

Group Itt adults showed a mean weight loss between days -3 and +7. The incidences of adult 
dogs showing weight losses between days -3 and +7 were: Group 1: 3/9; Group II: 4/9: Group Ill: 
6/9. It is concluded then that for adult dogs exposure to a 5X dosage of test material was 
associated with a slight mean we·lght decrease in the period from Day -3 to Day 7. 

While Group I puppies showed a greater mean weight gain in the period from Day -3 to +7 than 
Groups II and Ill, their mean weight gain/day in the subsequent period from Day 7 to 14 (0.053 
kg/day) was comparable to the 11:1ean weight gains from Day -3 to + 7 for Groups II (0.033 
kg/day) and Ill (0.047 kg/day). Group Ill puppies also showed a greater mean weight gain in the 
period from Day -3 to 7 than did Group II puppies. There is no indication then that exposure to 
the test material affected body weight gain in puppies. 

Puppies in Groups II and Ill showed lower mean food consumption values on Days 0 and 1 
relative to their controls. This has to be considered as treatment-related. A similar effect in the 
adults was not evident. 

No effects were noted on hematological or clinical chemistry parameters. 

While the Guidelines for this type of study state that the targeted adequate margin of safety is 
5X, it is also stated that: "Consideration will be given to products with less than a 5X margin of 
safety, depending on the severity of clinical signs of toxicity (e.g. transient, non-life-threatening 
signs)." The test material was not tested at 3X and effects were noted at 5X. However, the 
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• • effects noted at 5X, including ocular discharge (also noted in one puppy dosed at what was 
essentially 1.5X) and salivation were minimal (most occurrences of both ocular discharge and 
salivation were described as "very slight.") and reasonably transient. It is noteworthy that no 
systemic neurological signs (such as tremors or ataxia) were observed, and the salivation may 
have been due to ingestion of small amounts of test material from licking or biting the application 
area. In addition, the performing laboratory has demonstrated in the past extremely meticulous 
reporting of observational data in companion animal safety studies, and it is quite likely that 
these observations would not have been reported from some of the other laboratories which 
conduct this type of study. 

For local dermal effects, one puppy treated at what was essentially a 7 .5X dose level showed 
subsequent shoulder lesions and was noted to scratch this area frequently. Dermal exposure to 
pyrethroids can cause a burning and/or itching sensation at the application site, and this has to 
be considered an effect (unless the registrant can provide additional information demonstrating 
otherwise). However, this was an isolated case, and the three adult dogs treated with 3 unit 
doses/application with a total of 5 applications (for a total of fifteen 1.5-ml ampules in all) did not 
show a similar response. 

However, one area of concem is that the 1.5 ml ampules (the only size tested in this study) 
delivered only an average of only 1.17 ml of test material, and the registrant is proposing 
packaging this product in 3.0 and 4.5 ml (as well as 1.0 and 1.5 ml) tubes. This is acceptable 
only if the 3.0 ml tubes deliver no more than 2.34 (2 x 1.17) ml and the 4.5 ml tubes deliver no 
more than 3.51 (3x 1.17) ml. 

This study is classified as Acceptable as a companion animal safety study (OPPTS 870.7200) 
for puppies (12 weeks and older) and adult dogs. It is concluded that there is an adequate 
margin of safety (at least SX) between the expos lire associated with the proposed use 
level for this formulation in dogs and that at which significant adverse systemic effects 
(not seen in this study, but which might include ear twitching, muscle tremors, drooling) 
may occur. For dermal effects an effect was observed in one puppy in Group Ill (treated at 
essentially a 7.5X dose level), but in none of the other dogs (including the puppies in Group II), 
indicating a reasonably low potential for this effect in dogs treated at the proposed use level. 

COMPLIANCE: Signed and dated Quality Assurance (p. 4), [No] Data Confidentiality (p. 2), and 
Good Laboratory Practice Compliance (p. 3) Statements were present. 

I. MATERIALS 

A. MATERIALS 

1. Test material: Cyphenothrin-IGR Spot-on for Dogs, with a label declaration for active 
ingredients of RS-Gokilaht [=Cyphenothrin] (40.00%), S-Methoprene 
(3.00%), and Nylar (2.00%). According to a certificate of analysis on 
p. 47 of MRID 46166108 the respective analytical values were 39.87%, 

Description: 
Lot No.: 
Storage: 

3.00% and 2.00%. Packaged in unit dose ampules containing 1.5 mL. 
A liquid; 
#16838 
Room Temperature 

2. Administration: Topical (spot-on) 

3. Vehicle control: X-5699-03 (Placebo Control): From Study 0310: Lot #03390A0100. 
liquid which was stored at room temperature. 
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4. Test animals 
Species: Dog 

• • 
Breed: From p. 9 of MRID 46166108: "Beagles and other breeds ... " 
Ages and weights at study initiation: "Animals were at least 3 months old at dosing. 

There were 3 animals from each group in each of the following weight ranges: 
<15, 15-33,34-65 and >65 pounds (<6.8, 6.8-15,15.1-29.5 and >29.5 kg). All 
dogs less than 15 pounds were pups that were 12 weeks old at dosing." [Note by 
reviewer: The alkaline phosphatase measurments from Dog 2854F (controls), 
3085M (Group II) and 2156M (Group Ill) were relatively high- refer to pp. 32-34-
suggesting these were fairly young dogs too]. 

Sources: Butler Farms (Clyde, NY), Martin Creek Kennels (Willford, AR), Ridglan 
Farms (Mt. Horeb, WI) and STILLMEADOW, Inc. 

Housing: Individually in kennels measuring 3' x 5.5'. 
Diet: PMI Canine High Density Diet 5L 18. 
Water: Tap water, ad libitum 
Environmental conditions: 

Temperature: 22" .±. 3"C 
Humidity: 30 ~ 70% 
Air changes: 10 - 12/hr 
Photoperiod: 12 hr dark/12 hr light 

Acclimation period: 2 weeks 

II. STUDY DESIGN 

A. IN LIFE DATES 

From the report cover: study initiation date: 13 August 2003; study completion date: 20 
October 2003. 

B. ANIMAL ASSIGNMENT/ DOSAGE AND ADMINISTRATION 

There were a total of 12 dogs per dosage group. Group 1 (1 X vehicle; note: observation 
schedule on p. 16 of MRlO 46166108 is the same for Groups 1 and 2, consistent with a 
single application of placebo on dogs in Group 1) consisted of 9 males and 3 females; 
Group II (1X) consisted of 5 males and 7 females, and Group Ill (5X) consisted of 8 
males and 4 females. Assignment was on the basis of weight. From p. 10 of MRlD 
46166108: "Animals selected for testing were randomly assigned to three groups ... Since 
there were three dose sizes (based on animal body weight} to be used in each treatment 
group, three dogs of each weight range were included in each group. The weight ranges 
were <15, 15-33,34-65 and >65 pounds (<6.6, 6.8-15, 15.1-29.5 and >29.5 kg). The 
dogs <15 pounds were 3-month old puppies." 

From p. 10 of MRID 46166108: "The test substance and placebo were applied to the skin 
in a line along the spine starting at the back of the neck. The test substance was 
supplied in unit dose plastic tubes, each containing 1.5 ml and were administered to 
each animal according to its body weight. The placebo control substance was provided in 
bulk. On Day 0, a label dose (1X) of the test substance was administered to each Group 
ll animal according to body weight. Group Ill animals received the test substance at five 
times the label dose (5X) administered as single doses once every hour for 5 hours. The 
single dose volumes were: dogs <15 pounds, 1.5 ml (one unit dose); dogs 13 [15?]-33 
pounds, 1.5 mL (one unit dose); dogs 34-65 pounds, 3 mL (two unit doses); and dogs 
>65 pounds, 4.5 ml (three unit doses). Group I was treated with the placebo control 
material in a volume equivalent to that of the normal label dose of the test substance less 
the volume of that dose that was occupied by the active ingredients [or approximately 
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-55% of a normai1X dose volume]. .. " 

TABLE 1. Study design 

Number of dogs or· 
Cumulative Dosefdog 

puppies 

Group & Weight Range (kg) Male Female TotaJIDog 

I (control) <6.6" 3 0 0.83 mlb 

6.6-15 1 1 0.83 ml b 

15.1-29.5 2 2 1.65 ml b 

>29.5 3 0 2.48 mlb 

II (1X) <6.6" 1 2 1.17ml0 

6.8-15 1 2 1.17 mL• 

15.1-29.5 1 2 2.34 ml~ 

>29.5 2 1 3.51 ml c 

Ill (5X) <6.6" 1 2 5.85mL• 

6.8-15 0 2 5.85 m l c 

15.1-29.5 3 1 11.7mL• 

>29.5 3 0 17.55 ml" 

Data calculated from 1nformallon on p. 14-151n MRID 46166108. 
• Puppies 
b Placebo 

Mean 
mUkg 

0.16b 

o.oab 

0.09b 

0.07b 

0.28° 

0.09" 

0.12° 

0.11" 

1.26° 

0.51. 

0.64" 

0.50° 

• Teslf'lalerial (whh actives); amount delivered based on 1.17 mUapplication. 

Mean Dosage 
Cyphenol hri n 

(mg/kg)d 

0 

0 

0 

0 

112d (121)" 

36d [39)0 

48d f52)" 

42d [45]0 

503" [543)' 

207° [224]• 

25tr (275T 

199" £2151' 

Number of 
applications 

1 

1 

5 

d Based on a specific gravi1y for the test material of 1.00 gfml (consistent with the calculations for dosage as reported 
on pp.14-15ofMRID46166108) and based on 1.17 mL delivered/tube. 
e Based on a specific gravity of 1.08 g/ml 
No1e: According to the CSF the specific gravity of the proposed product is aboUI 1.06; assuming the product contains 
40% cyphenothrin then 1.5 ml would be 1.62 g and would contain 648 mg of Cyphenothrln. The calculations of 
dosage of Cyphenothrin in the report (seep. 14-15 of MRID 46166108) appear to be based on a specifiC gravity ior 
the proposed produel of about 1.00. Example: Dog 3067 F weighing 4.2 kg received one 1 :s ml dose of the product 
and this is reported as a dosage of 142 mglkg Cyphenothrin. 142 mglkg x 4.2 kg= 596.4 mg: dividing this by 0.3987 
(the analytical percentage) gives 1496 mg (= 1.496 g) total product applied. However, in Appendix G (seep. 52 of 
MAID 461661 08) i1 is stated tha1 the unit dose containers did not deliverthe entire target dose of 1.5 ml. as there was 
a mean delivered volume of 1.17 mL. A statement in Appendix G (" ... 5X dose rates ranged from 4941o 630 mg/kg for 
the smallest subjects.") is consistent wilh delivery oF 1.17 mUdose and a specific gravity of about 1.08 g/ml. 

C. DOSE SELECTION RATIONALE 

According to the proposed label this product will be packaged in unidose 1.0, 1.5, 3.0 
and 4.5 ml applicator tubes. These correspond to single treatments for dogs we·lgh·lng 
15 lbs and under, 15-33 lbs, 33-66 lbs and >66 lbs. However, in this study, Group 2 (1 X) 
dogs (puppies} weighing Jess than 15 lbs received 1.5 ml (instead of 1.0 mL), while 
Group 3 (SX} dogs {puppies) weighing less than 15lbs received 5 x 1.5 ml = 7.5 ml 
(instead of 5 x 1.0 ml = 5.0 mL)r 
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• • D. EXPERIMENTAL DESIGN 

From p. 10 of MRID 46166108: "Each animal was observed at 1, 2, 3 and 4 hours 
following dosing on Day 0 and then twice daily [AM and PM] for the duration of the study. 
Group Ill animals were also observed between the hourly dosings. Each animal was 
examined for signs of any pharmacologic and/or toxicologic effects. Only abnormalities 
were recorded." 

Individual dogs were weighed on Days -7, -3, 7 and 14. 

Individual food consumption was measured daily by measuring the amount of food given 
to each dog in the morning and subtracting the amount of food left at the end of the day. 

Baseline blood samples were collected from each dog on Day -7 by jugular venipuncture 
following an overnight fast. Blood samples were also similarly collected on Day 1. 

E. PATHOLOGICAL PARAMETERS 

l!: 
X 
X 
X 
X 
X 

X 
X 

Blood samples were collected on Study Days -7, and 1 by jugular venipuncture following 
an overnight fast. The CHECKED (X) parameters were examined: 

a. Hematology 

l!: 
Hematocrit (HCT)* X Leukocyte differential count• 
Hemoglobin (HOB)* X Mean corpuscular HOB (MCH)• 
Leukocyte co~nt (WBC)• X Mean corpusc. HGB conc.(MCHC)• 
Erythrocyte count (RBC)• X Mean corpusc. volume (MCV)* 
Platelet count Reticulocyte count 
Blood clotting measurements 

(Thromboplastin time) 
(Clotting lime) 
(Prothrombin time [PTJ)• 
(Activated partial thromboplastin time [APTI])* 

Erythrocvte momhology 

*Recommended tn OPPTS 870.7200 Gmdehnes. 

b. Clinical chemistry 

X ELECfROLYTES X OTHER 

X Calcium• X Albumin (Alb)• 
X Chloride• X Blood creatinine (Crea)• 

Magnesium X Blood urea nitrogen (BUN)• 
X Phosphorus• Total Cholesterol 
X Potassium• X Globulin (Glob)• 
X Sodium* X Glucose (Glue)* 

X Total and direct bilirubin (T Bil & D Bil)• 
ENZYMES X Total serum protein (TP)• 

X Alkaline phosphatase(ALPor ALK)* Triglyccrides 
Chol inesterasc(ChE) Serum protein electrophoresis 
Creatine kinase X Albumin/Globulin (A/G) ratio 
Lactic acid dehydrogenase(LDH) 

X Serum alanine aminotransferase (AL Tor SGPT)• 
X Serum aspartate aminolransfcrasc(AST or SOOT)• 

Gamma glulamyltransferase(GGT) 
Amylase 
Glutamate dehvdrogenase 

*Recommended tn OPPTS 870.7200 Gutdcl!ncs. 
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• • F. STATISTICS 

The statistical report is found in Appendix G. It consists of a 6~page document (pages 48~ 
53 of MRID 46166108). From p. 51 of MRID 46166108: "The data generated by the test 
facility ... were statistically analyzed by Student's "t" test, assuming equal variances, using 
the statistical program in Microsoft Excel, version 97-SR-1 ... Since cyphenothrin is 
potentially the most toxic component of the product (pyriproxyfen and methoprene are 
known to be virtually mammalian-inert) cyphenothrin dosage was the focus. To ensure 
that some of the test subjects were treated at or above the target maximum dose rate of 
100 mg of cyphenothrin per kg body weight, the 12-week-old Beagle pups were treated 
with the next higher unit dose volume. Although weighing between 9 and 11 lb at 
treatment, for which the proposed label dose rate is one dose of 1 mL, these pups 
received one 1.5 mL unit dose. To validate the dosage delivered to the principals, the 
expelled contents of six 1.5 mL unit dose containers were each weighed ... " [Note: the 
report text then refers to Table 1.1, which is not present in the report]. From p. 52 of the 
report: "The dose validation data (Table 1.1) indicated that the unit dose containers, if 
filled at the target dose volume of 1.5 ml, were not capable of delivering the entire target 
volume (mean volume delivered was 1.17 ml). 

G. DISPOSITION OF ANIMALS 

Not stated. According to the OPPTS 870.7200 Guidelines: "Routine sacrifice or 
necropsy is not required for surviving animals." 

H. COMPLIANCE 

Signed and dated Quality Assurance [p. 4], [No] Data Confidentiality [p. 2], and Good 
Laboratory Practice (GLP) Compliance [p. 3J Statements were present. 

Ill. RESULTS 

A. EXPOSURE LEVELS 

The dose per 1.17 ml application (based on a product specific gravity of 1.08 g/ml) is 
1.264 g. Since the test material contained (by analysis) 39.87% Cyphenothrin, 3.00% S­
Methoprene and 2.00% Nylar, each 1.17 mL dose then contained 0.504 g (=504 mg) 
Cyphenothrin, 0.038 g (=38 mg) S-Methoprene and 0.025 g (=25 mg) Nylar. For Group 
II (1X) mean cumulative Cyphenothrin dosages were: puppies (<6.6 kg): 121 mglkg; 
dogs 6.8-15 kg: 39 mg/kg; dogs 15.1-29.5 kg: 52 mg/kg; and dogs >29.5 kg: 45 mg/kg. 
For Group Ill (5X) dosages were: puppies (<6.6 kg): 543 mg/kg; dogs 6.8-15 kg: 224 
mg/kg; dogs 15.1-29.5 kg: 255 mg/kg; and dogs >29.5 kg: 215 mg/kg. Refer to Table 1 
of this DER. B. MORTALITY 

There was no mortality, with all dogs surviving the 14-day observation period. 
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C. CliNICAl SIGNS. • 
In the observation period immediately following treatment, no clinical signs of systemic 
toxicity were observed in Group I (controls). In Group II (1X) animal 3074 (a male pup 
weighing 4.1 kg) showed very slight ocular discharge from both eyes at 4 hours post­
dose. In Group Ill (5X) four dogs (including all3 puppies) showed very slight to 
moderate ocular discharge from one or both eyes in the period from one hour to 8 hours 
post-dosing. In addition, five dogs (including one puppy) showed very slight to moderate 
salivation during this period (in two dogs it was classified as very slight). Very slight 
salivation occurred in one animal at 1 hour (i.e., presumably following a single dosage of , 
test material), and in two others it was first noted at 3 hours (after 3 application 
treatments) 

Slight to moderate green ocular discharge (both eyes) was observed in one control 
puppy in the period from Day 1 to Day 6, and then again in this puppy from Day 10 to 
Day 15. No ocular discharge was observed in Group II in the period from Day 1 to Day 
15. One Group Ill puppy showed clear ocular discharge from the left eye on Days 1 and 
2, while an adult dog showed clear ocular discharge from the left eye from Day 1 through 
Day 6, then again from Day 13 through Day 15. 

TABLE 2. Adverse Effects Observed in Dogs Treated with CyphenothrinwiGR Spot-on 
In the Period Immediately FollowinCl Treatmenr 

Parameter 
Group I Group II Group Ill 

(Control! !1XI rsxl 
Ocular discharge w one 0[0] 1[1/48] 4[12/96] 
or both eyes in the 
immediate postwdosing 
period 

Salivation 0[0] 0[0] 5[18/96] 

Soft stool 0[0] 0 2[2/96] 

Spiked greasy hair at 0[0] 2[2/48] 0[0[ 
application site in the 
immediate post-dosing 

~ Period 
• Data taken from Table 2 (p. 15) of MRID 46166108. 

From p. 11 of MRID 46166108: "Five of the Group II [1X] animals exhibited greasy spiked 
fur and/or white deposits at the dose site through Day 3. The only other observation 
noted in this group was moderate white foamy vomit in one dog on Day 8. In Group Ill, 
greasy and/or spiked fur and/or white deposits were seen through Day 1 in two dogs, 
through Day 3 in three dogs, through Day 6 in three dogs and [from Day 5] through Day 
15 in one dog. Other observations included slight clear ocular discharge through Day 2 
and shoulder lesions through Day 15 in one animal (the dog was observed to scratch the 
irritated area frequently), and slight to moderate diarrhea on Days 3 and 4 in another 
animal. Another dog had very slight to moderate clear ocular discharge through study 
termination with slight to moderate redness around the eye on Days 3-6. One dog 
exhibited slight salivation on Day 1 and moderate diarrhea on Day 14, and another had a 
lesion on the back on Days 7-15." 
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The Group Ill dog with the lesions on the shoulder (from p. 18: "both sides'') from Day 5 
through 15 was 3070M (a male puppy), treated with five 1.5 mL applications, while the 
Group Ill dog with the lesion on the back (Days 7 -15) was 2853F (a female adult) also 
treated with five 1.5 mL applications. 

D. BODY WEIGHT AND WEIGHT GAIN 

From p. 12 of MRID 46166108: "The average weight gain[s) for Groups I, II and Ill were 
1.1, 1.0 and 0.6 kilograms, respectively. There were no significant differences among 
groups, and no dose related responses." 

The values in Table 3 are calculated from individual body weight data (p. 14~15 of MRID 
46166108): 

TABLE! 3. Mean Bod~ Weights for Dogs b~ Groue 

MeanWt MeanWt 
kg:t S.D. change change Day 

Group Day ·3 to 7 -3 to 14 

Day -7 Day -3 Day 7 Day 14 kg±S.D. kg ±S.D. 

I 

!1 (Controls) puppies 4.63 ±0.50 5.07 ±0.93 6.13 ± 1.01 6.50± 1.10 1.07 :±0.15 1.43 ±0.31 

I (Con1rols) adults 21.87 ±9.93 22.34 ± 10.26 22.86 ::1: 10.90 23.31::1: 11.15 0.51 :±0.87 0.97 ± 1.00 

II (1X) puppies 4.80::1:1.14 4.17::1:0.06 4.50:1:0.10 4.97:1:0.31 0.33:1:0.15 0.80 :1:0.36 

II ( 1 X) adults 21.64 ± 9.61 21.90 ± 9.16 22.53 ± 10.29 22.91 ± 10.29 0.41 ± 1.36 1.01±1.61 

Ill (5X) puppies 4.67 ±0.71 4.63 ± 0.57 5.10 i: 0.70 5.63 ±0.50 0.47 ±0.15 . 1.00 ±0.10 

Ill C5X} adults 22.18 ::1:10.00 22.38 ± 10.35 22.18 ± 10.40 22.86 ± 10.68 -0.20 ±0.32 0.48 ±0.58 

Values calculated from data on p. 14 and 15 of MRID 46166108. 

The possibility exists that there was a switch of puppies (or their bodyweights) as pup 
3073M (assigned to controls) weighed 4.1 kg on day -7 but 6.1 kg on day -3, while pup 
3074M (assigned to Group II or 1X) weighed 6.1 kg on day -7 but 4.1 kg on day -3. 
However, because this switch would have occurred before the dogs were treated, there 
would have been no impact on the study results. 

The only group in which adults showed a mean weight loss between days -3 and +7 was 
Group Ill. The incidences of adult dogs showing weight losses between days -3 and + 7 
were the following: Group 1: 319; Group II: 4/9: Group Ill: 6/9. It is concluded then that for 
adult dogs exposure to a 5X dosage of test material was associated with a slight mean 
weight decrease in the period from Day -3 to Day 7. 

While Group I puppies showed a greater mean weight gain in the period from Day ~3 to 
+7 than Groups II and Ill, their mean weight gain/day in the subsequent period from Day 
7 to 14 (0.053 kgiday) was comparable to the mean weight gains from Day -3 to +7 for 
Groups II (0.033 kg/day) and Ill (0.047 kg/day). Group Ill puppies also showed a greater 
mean weight gain in the period from Day ~3 to 7 than did Group II puppies. There is no 
indication then that exposure to the test material affected body weight gain in puppies. 
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Day -3 to +7 

I (Controls} puppies 1.07±0.15 

II (1 X) puppies 0.33 ± 0.15 

E. FOOD CONSUMPTION 

Day -3 

0.37:1:0.15 

0.47 ± 0.21 

Mean PL1p Wt Gain 
kg/Day 

-3to+7 

0.107 

0.033 

0.047 

Mean Pup Wt. Gain 
kg/Day 

7to 14 

0.053 

0.067 

Puppies in Groups II and Ill showed lower mean food consumption values on Days 0 and 
1 relative to their controls. This has to be considered as treatment-related. A similar 
effect in the adults was not evident. 

TABLE 5. Mean Diet :f: S.D. (g} Consumed by Dog/Group by Day 

Group 
Dav -1 oavo Dav 1 Dav2 Dav 3 Day 4 Oav 5 

I (Controls) puppies 227 ± 40 267 ± 14 263:1:17 279 ±27 315:1:27 252 ±41 275±0 

I (Controls) adults 431 ± 129 475 ± 131 525 ± 110 496± 138 504 ::t 166 313± 173 496::1:146 

II (1 X) puppies 193±7 122::1:3 89::1:17 239 ±45 200 ± 81 165 ± 11 209:1:15 

II (1X) adults 384:!: 2 18 387±202 339 :!:248 410±207 435± 216 310±177 418 ±192 

Ill (5X) puppies 234:1:27 85 ±0 98::1:82 201 .::1:69 178:1:51 167 ±98 191 ::1:0 

Ill (5X) adults 445 :t 141 497± 122 379:!: 207 452± 175 435 :t 159 322::1:236 437 :t 122 
Values calculated from data on p. 26-29 of MRID 46166108. 

F. HEMATOLOGY 

From p. 12 of MRID 46166108: "The hematology values were within normallimnits 
except for platelet counts, prothrombin time and/or activated partial thromboplastin time. 
These values were significantly elevated in all groups, including the placebo group, and 
therefore were not dose related." 

There were no indications of any treatment related effects on hematology parameters. 
Alkaline phosphatase activity was elevated for puppies in all groups (and was usually 
above the reference range of 10~150 IUJL), but this is normal for puppies. 

G. CLINICAL CHEMISTRY 

There were no indications of any treatment related effects on clinical chemistry 
parameters. As indicated on p. 12 of MRID 46166108 clinical chemistry results "were 
within normal limits in males and females and the few significant differences among male 
or female means in any group or between group means did not appear to be related to 
treatment with the test substance." 
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• • H. NECROPSY FINDINGS 

As there were no mortalities, there were no necropsy findings. 

IV. DISCUSSION 

Possible effects related to exposure to the test material included ocular discharge (seen 
in both eyes of one puppy in Group II at 4-hours post-dosing; classified as very slight; 
seen in 3 puppies and one adult in Group Ill in the period from one hour to eight hours 
following the first dose. In all 3 puppies ocular discharge, when it occurred during this 
period, was described as very slight. In the adult there was progression to a red, 
irritated, watery left eye at 8 hours following the first dosage. In addition, very slight to 
moderate salivation was noted in five dogs (including two puppies) of Group Ill in the one 
to eight hours following treatment. Salivation was seen in one adult (#3080, a 32.2-kg 
male receiving three 1.5-mL doses at each application) at the one hour observation (i.e., 
presumably one hour after the first treatment), and very slight salivation was seen in this 
one dog at 3 and 4 hours [following the first dosage], and then moderate salivation was 
seen at 8 hours. However, no effects r'No Observable Abnormalities"] were then seen in 
this dog for the remainder of the 14-day observation period. 

Adult dogs dosed at the 5X level tended to show a slight mean weight loss in the week 
following treatment, although there was no indication of an effect on food consumption. 

There was no indication of an effect on body weight in puppies at the 1X and 5X dose 
levels [actually 1.5X and 7.5X dose levels[, although their mean food consumption levels 
for days 0 and 1 were noticeably lower than concurrent values of their controls as well as 
their own pre-exposure food consumption. 

While the Guidelines for this type of study state that the targeted adequate margin of 
safety is 5X, it is also stated that: "Consideration will be given to products with less than a 
5X margin of safety, depending on the severity of clinical signs of toxicity (e.g. transient, 
non-life-threatening signs)." The test material was not tested at 3X and effects were 
noted at 5X. However, the effects noted at 5X, including ocular discharge (also noted in 
one puppy dosed at what was essentially 1.5X) and salivation were minimal (most 
occurrences of both ocular discharge and salivation were described as uvery slight.") and 
reasonably transient. It is noteworthy that no systemic neurological signs (such as 
tremors or ataxia) were observed, and the salivation may have been due to ingestion of 
small amounts of test material from licking or biting the application area. In addition, the 
performing laboratory has demonstrated in the past extremely meticulous reporting of 
observational data in companion animal safety studies, and it is quite likely that these 
observations would not have been reported from some of the other laboratories which 
conduct this type of study. 

For local dermal effects, one Group Ill puppy (treated at what was essentially a 7.5X 
dose level) showed subsequent shoulder lesions (from day 5 through 15) and was noted 
to scratch this area frequently. Dermal exposure to pyrethroids can cause a burning 
and/or itching sensation at the application site, and this has to be considered an effect 
(unless the registrant can provide additional information demonstrating otherwise). 
However, this was an isolated case, and the three adult dogs treated with 3 unit 
doses/application with a total of 5 applications (for a total of fifteen 1.5-mL ampules in all) 
did not show a similar response. 

However, one area of concern is that the 1.5 mL ampules (the only size tested in this 
study) delivered only an average of only 1.17 mL of test material, and the registrant is 
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• • proposing packaging this product in 3.0 and 4.5 ml (as well as 1.0 and 1.5 mL) tubes. 
This is acceptable only if the 3.0 ml tubes deliver no more than 2.34 (2 x 1.17) ml and 
the 4.5 mltubes deliver no more than 3.51 (3 x 1.17) ml. 

This study is classified as Acceptable as a companion animal safety study (OPPTS 
870.7200) for puppies (12 weeks and older) and adult dogs. tt is concluded then that 
there is an adequate margin of safety (at feast 5X) between the exposure 
associated with the proposed use level for this formulation in dogs and the dose at 
which significant adverse systemic toxicological effects (not seen in this study, 
but which might include ear twitching, muscle tremors, drooling) may occur. For 
dermal effects an effect was observed in one puppy in Group Ill (treated at essentially a 
7.5X dose level), but in none of the other dogs in this study (including the puppies in 
Group II), indicating a reasonably low potential for this effect in dogs treated at the 
proposed use level. 

STUDY DEFICIENCIES: The test material was not tested at 3X and effects were noted 
at 5X. However, the effects noted at 5X, including ocular discharge (also noted in one 
puppy dosed at what was essentially 1.5X) and salivation were minimal (most 
occurrences of both ocular discharge and salivation were described as "very slight. n)_ 
In addition, the performing laboratory has demonstrated in the past extremely good 
reporting of observational data, and it is quite possible that what was reported in this 
study would not have been reported from some of the other laboratories which conduct 
this type of study. 
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fCyphenothrin 40%: Pyriproxyfcn 2%1 
EPA File Svmbol25t7~tN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS 

ACUTE TOX ONE-liNERS 

1. DP BARCODE: 0305948 
2. PC CODES: 129013 Cyphenothrin, 129032 Pyriproxyfen, 105401 Methoprene 
3. CURRENT DATE: November 23, 2004 
4. TEST MATERIAL: Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a 
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% 
Nylar (Pyriproxyfen) 

Study/Species/Lab MRID Results Tox. Core 
Study fl./Date Cat. Grade 

Acute oral toxicity/rai/Product 46186103 LD50>2000 mg/kg. Up and down Ill A 
Safety Labs (New Jersey)/Project method defaulting to acute lox class 
No. 13320120-MAY-2003 method. 2/5 Sprague-Dawley derived 

female rats died within 24 hrs after 
dosage at 2000 mg/kg; two rats which 
survived showed reduced fecal volume, 
ventral staining and hypoactivity, with 
recovery by day 4, All survivors gained 
weight in the period from day 0 to 7 and 
again from day 7 to 14. Postmortem 
necropsy of rats which died showed 
discoloration of the lungs and intestines 
and fluid-filled stomachs. Findings from 
rats which survived to terminal sacrifice 
were unremarkable. 

Acute dermal toxicity/rat/ Product 46166104 LD50 > 2000 mglkg. 5M & 5F Sprague- Ill A 
Safety Labs (New Jersey)/Project Dawley derived albino rats were 
No. 13321120-MA Y-2003 dermaJiy exposed to 2000 mg/kg for 24 

hrs; no mortality, no signs of systemic 
toxicity. Three males had some dermal 
irritation with clearing by Day 2. All rats 
gained wt from day 0 to 7 and from day 
7 to 14. No gross abnormalities were 
observed at post~sacrifice necropsy. 

Primary eye irritation/rabbit/ 46166105 No corneal opacity. 3/3 rabbit eyes Ill A 
Product Safety Labs (New were positive (grade 2) for conjunctival 
Jersey)/Project No. 13322120- irritation at 1 and 24 hrs. All eyes clear 
MAY-2003 (all scores zero) by 72 hrs. 

Primary dermal irritation/rabbit/ 46166106 No edema (all scores for edema "' 0). IV A 
Product Safety labs (New All 3 sites scored 1 for erythema at 1 hr 
Jersey)/Project No. 13323/20· and 2 at 24, 48 and 72 hrs. One site 
MAY·2003 scored 2 for erythema on day 7 while 

the other two scored 1. All scores zero 
on dat 10. The Pll (average of scores 
at 1, 24.46 & 72 hrs)= 1.75 

Dermal sensitization (Buehler 46166107 No indication that test material is a Nota A 
method)/guinea pig/Product dermal sensitizer. sensitiz 
Safety Labs (New Jersey er 
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[Cypherwthrin 40%; Pyriproxyfen 2%J 
EPA F"l S b ti5t7 IN SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE ON FOR DOGS " xm 0 - ' -

Companion animal/adult dog & 46166108 Three groups of dogs, each containing N/A A 
12-wk old puppies/ Sti!lmeadow 9 adults & three 12-week old puppies: 
TX/Project No. 7650/03/20-0CT- Group I (control) was treated with the 
2003 amount of vehicle at 1X; Group II was 

treated at 1X (dogs 6.8-15 kg: contents 
from one 1.5 mL ampule; 15.1-29.5 kg: 
contents of two 1.5 mL ampules; >29.5 
kg: contents of three 1.5 mL ampules. 
Puppies (<6.8 kg) were treated with 
contents of one 1.5 mL ampule (1.5X). 
Group Ill adults were treated at 5X 
(with treatments at 1-hr intervals) and 
Group II I pups were treated at 7 .5X 
label dose. Administration was as a 
spot-on and/or stripe treatment on the 
back. Possible systemic effects noted 
following administration were ocular 
discharge in one Group If puppy at4 
hrs post-dose and in 4 Group Ill 
animals (including all 3 puppies). 
Salivation was also noted in 5 Group Ill 
dogs in the period (1-8 hrs) following 
first administration of test material. 
Puppies (but not adults) showed of 
Groups II and II! also showed tower 
mean food consumption on days 0 and 
1. One Group II! puppy showed 
shoulder lesions (presumably in the 
area where test material was applied) 
from day 5 to the end of the study and 
was noted to scratch this area 
frequently. No effects on clinical 
chemistry or hematology parameters. 
One concern is that 1.5 mL ampules 
delivered only 1.17 ml test materia!; 
registrant is proppsing packaging this 
product in 3.0 & 4.5 ml tubes. This is 
acceptable only if the 3.0 ml tubes 
deliver no more than 2.34 (2x1.17)ml 
and the 4.5 mL tubes deliver no more 
than 3.51 (3.x1.17)ml. 

- - -Core Grade Key. A -Acceptable, S- Supplementary, U- Unacceptable, V- Self Validated 
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Brazos Associates, Inc.® 

June 16,2004 

1806 Auburn Drive • Carrollton, Texas 75007-1451 
Phone: 972-939-8390 • Facsimile: 972-939-8370 

E-mail: marla@brazosassociates.com 

Document Processing Desk (REGFEE) 
Office ofPesticide Programs 
U.S. Environmental Protection Agency 
Room 266A, Crystal Mall #2 
1801 South Bell Street 
Arlington, VA 22202 

Attn: Mr. George T. LaRocca 
ProductManagerTeam 13 

Dear Mr. LaRocca: 

RE: Sergeant's Cyphenotlrrin Squeeze-On For Dogs 
EPA Compa11y Number: 2517 -::L~ 

463038.00 

This submission for a new registration is being made on behalf of our client, Sergeant's 
Pet Care Products, JJtc. (''Sergeant's"). With this submission, we are utilizing the "Selective' 
Method" of data support and are relying on data developed by Sergeant's as well as data from the 
McLaughlin Gormley King Company ("MGK Company''). 

The ;:cbove referenced proposed product registration contains the active ingredient, 
Cyphenothrin at 40% a.i. Cyphenothrin is not currently registered for direct application to dogs. 
However, Cyphenothrin is approved under the General Use-Patterns, "Indoors- Pets", as a 
fogger, and spray for treatment of pet bedding, pet sleeping quarters, and pet living quarters for 
control of fleas, ticks, flies and mosquitoes. Such pet treatment uses can be found on approved 
labeling for the following registrations: EPA Reg. No's 1021-1681, 1021-1684, 1021-1685, 
1021-1686, 1021-1765 and 4822-393. 

As Cyphenothrin is currently approved under the General Use Pattern of "Indoors- Pets" 
for treatments made via foggers or spray, we do not believe the use of Cyphenothrin directly on 
pets ("dogs") would not be meet the definition of a new use as defined in 40 CFR Part 152.3. 
For this reason we believe the appropriate Fee Category is R31 for the Fee Amount of $4,000. 



. ' 

Mr. George T. LaRocca 
June 16, 2004 
Page2 

• 

Included with this request for a new end-use pesticide registration please find the 
following: 

1. EPA Application for Pesticide Registration (EPA Form 8570-1) 
2. Transmittal Document/Bibliography of Submitted Data 
3. Letter of Consultant Authorization from Sergeant's Pet Care Products, Inc. 
4. Letter of Data Support from MGK Company 
5. EPA Formulator's Exemption Statement (EPAFonn 8570-27) 
6 . EPA Confidential Statement ofFonnula (EPA Form 8570-4) 
7. Certification of Certified Limits of Ingredients 
8. EPA Certification with Respect to Citation ofData (EPA Form 8570-34) 
9. EPA Data Matrix (Agency & Public File Copies)(EPA Form 8570-35) 
10. Five (5) Copies ofProposed Product Labeling 
Three {3) Copies each of the following Data/Studies: 
11. Product Properties Data Entitled: "Product Properties Data {Groups "A") on Sergeant's 

Cypenothf'in Squeeze-On for Dogs". OPPTS Test Guidelines: 830.1550,830.1600, 
830.1620,830.1650, 830.1670,830.1750 and 830.1800. 

12. Product Properties Data Entitled: "Product Chemistry ofGokilaht Spot-On F-2829". 
OPPTS Test Guidelines: 61-1 to 61-3,62-1 to 62-3 and 63-2 to 63-21. 

13. Acute Inhalation Study Data Waiver Request Entitled: "Sergeant's Cyphenothrin 
Squeeze-On for Dogs Waiver Request from the Requirement to Conduct Acute Inhalation 
Data- 870.1300", OPPTS Test Guideline: 870.1300. 

We trust you will find everything in order with this submission. Should you have any 
questions or need additional information please do not hesitate to contact us. 

Sincerely, 

/vtJJ ~-" ~~ 
( 

Marla K. Jackson 
Agent for Sergeant's Pet Care Products, Inc. 

cc: Mr. Larry Nouvel - Nouvel & Associates, Inc. 
Ms. Caryn Stichlcr- Sergeant's Pet Care Products, Inc. 
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TRANSMITTAL DOCUMENT 

BIBLIOGRAPHY OF SUBMITTED DATA 

Submitter: Sergeant's Pet Care Products, Inc. 
2637 South 158tl' Plaza, Ste. 100 
Omaha, NE 68130-1703 

Product Name: Sergeant's Cypenothrin Squeeze-On for Dogs 
"Application for New Product Registration" 

EPA Company Number: 2517 

Transmittal Date: June 16, 2004 

Volume Data Description MRIDNumber 

1 of3 

2of3 

3of3 

Jackson, M. K. (2004). "Product Properties Data 
(Group "A') on Sergeant 's Cyphenothrin Squeeze-
On for Dogs". OPPTS Test Guidelines 830.1550, 830.1600, 
830.1620, 830.1650, 830.1670, 830.1750 & 830.1800. 
Unpublished Study by Brazos Associates, Inc.; 
1806 Auburn Drive; Carrollton, TX 75007-1451. 6 pages 
and 6 pages. 

46303801 

Besser, B. D. (2003). "Product Chemistry ofGokilaht 
Spot-On F-2829''. Guideline Numbers 6 1-1 to 61-3, 

46303802 

62-1 to 62-3, 63-2 to 63-21. Unpublished Study by 
McLaughlin Gormley King Company; 8810 Tenth Avenue 
North; Minneapolis, .MN 55427. 8 pages. 

Jackson, M. A. (2004). "Sergeant's Cyphenothrin 
Squeeze-On For Dogs Waiver Request from the 
Requirement to Conduct an Acute Inhalation Study-
8?0.1300". Unpublished Study (Request) by Brazos 
Associates, Inc.; 1806 Auburn Drive; Carrollton, TX 
75007-1451. 6 pages. 

Page 1 of 1 

66 



67

' • • • UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

June 29, 2004 

SERGEANT'S PET CARE PRODUCTS, INC. 
D/B/A SERGEANT'S PET PRODUCTS 
1479 WEST POND ROAD 
EGAN, MN 55122-

Repott of Analys'1s for Compliance w'1th PR Notice 86-5 

OFFICE OF 
PREVE:\TION, PESTICIDES r\ND 

TOXIC SUBSTrlc'\'CES 

Thank you for your submittal of29-JUN-04. Our staff has completed a preliminary 
analysis of the material. The results are provided as follows: 

Your submittal was found to be in full compliance with the standards for submission of 
data contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with 
Master Record lD's (MRIDs) assigned to each document submitted. Please use these numbers in 
all future references to these documents. Thank you for your cooperation. If you have any 
questions concerning th"1s data submission, please raise them with the cognizant Prod\1ct Manager, 
to whom the data have been released. 
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Brazos Associates, Inc.® 

June 16, 2004 

1806 Auburn Drive • Carrollton, Texas 75007-1451 
Phone: 972-939-8390 • Facsimile: 972-939-8370 

E-mail: marla@brazosassociates.com 

Document Processing Desk (REGFEE) 
·Office of Pesticide Programs 
U.S. Environmental Protection Agency 
Room 266A, Crystal Mall #2 
180 I South Bell Street 
Arlington, VA 22202 

Attn: Mr. George T. LaRocca 
Product Manager Team 13 

Dear Mr. LaRocca: 

RE: Sergeant's Cyphenothrin Squeeze-On For Dogs 
EPA Company Number: 2517 

463038.()0 

This submis~ion for a new registration is being made on behalf of our client, Sergeant's 
Pet Care Products, Inc. ("Sergeant's"). With this submission, we are utilizing the "Selective 
Method" of data support and are relying on data developed by Sergeant's as well as data from the 
McLaughlin Gormley King Company ("MGK Company"). 

The r:.bove referenced proposed product registration contains the active ingredient, 
Cyphenothrin at 40% a.i. Cyphenothrin is not currently registered for direct application to dogs. 
However, CyphenOthrin is approved under the General Use-Patterns, "Indoors- Pets", as a 
fogger, and spray for treatment of pet bedding, pet sleeping quarters, and pet living quarters for 
control of fleas, ticks, flies and mosquitoes. Such pet treatment uses can be found on approved 
labeling for the following registrations: EPA Reg. No's 1021-1681, I 02!-1684, 1021-1685, 
1021-1686,1021-1765 and4822-393. 

As Cyphenothrin is currently approved under the General Use Pattern of "Indoors -Pets" 
for treatments made via foggers or spray, we do not believe the use of Cyphenothrin directly on 
pets ('"dogs") would not be meet the definition of a new use as defined in 40 CFR Part 152.3. 
For this reason we believe the appropriate Fee Category is R31 for the Fee Amount of $4,000. 



Mr. George T. LaRocca 
June 16, 2004 
Page 2 

Included with this request for a new end-use pesticide registration please find the 
following: 

1. EPA Application for Pesticide Registration (EPA Fonn 8570-1) 
2. Transmittal Document/Bibliography of Submitted Data 
3. Letter of Consultant Authorization from Sergeant's Pet Care Products, Inc . 
4. Letter of Data Support from MGK Company 
5. EPA Formulator's Exemption Statement (EPA Form 8570-27) 
6. EPA Confidential Statement ofForrnula (EPA Form 8570-4) 
7. Certification of Certified Limits of!ngredients 
8. EPA Certification with Respect to Citation of Data (EPA Fonn 8570-34) 
9. EPA Data Matrix (Agency & Public File Copies)(EPA Fonn 8570-35) 
10. Five (5) Copies of Proposed Product Labeling 
Three (3) Copies each of the following Data/Studies: 
11. Product Properties Data Entitled: "Product Properties Data {Groups "A') on Sergeant's 

Cypenothrin Squeeze-On for Dogs". OPPTS Test Guidelines: 830.1550,830.1600, 
830.1620, 830.1650, 830.1670, 830.1750 and 830.1800. 

12. Product Properties Data Entitled: "Product Chemistry ofGokilaht Spot-On F-2829". 
OPPTS Test Guidelines: 61-1 to 61-3, 62-1 to 62-3 and 63-2 to 63-21. 

13. Acute Inhalation Study Data Waiver Request Entitled: "Sergeant's Cyphenothrin 
Squeeze-On for Dogs Waiver Request from the Requirement to Conduct Acute Inhalation 
Data- 870.1 300". OPPTS Test Guideline: 870.1300. 

We trust you will find everything in order with this submission. Should you have any 
questions or need additional information please do not hesitate to contact us. 

Sincerely, 

Marla K. Jackson 
Agent for Sergeant's Pet Care Products, Inc. 

cc: Mr. Larry Nouvel - Nouvel & Associates, Inc. 
Ms. Caryn Stichler- Sergeant's Pet Care Products, Inc. 
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TRANSMITTAL DOCUMENT 
BIBLIOGRAPHY OF SUBMITTED DATA 

Submitter: Sergeant's Pet Care Products, Inc. 
2637 South 158111 Plaza, Ste. 100 
Omaha, NE 68130-1703 

Product Name: Sergeant's Cypenothrin Squeeze.Qn for Dogs 
"Application for New Product Registration" 

EPA Company Number: 2517 

Transmittal Date: June 16, 2004 

Volume Data Description MRIDNumber 

1 of3 

2of3 

3 of3 

Jackson, M. K. (2004). "Product Properties Data 
(Group "A ') on Sergeant's Cyphenothrin Squeeze-
On for Dogs". OPPTS Test Guidelines 830.1550, 830.1600, 
830.1620, 830.1650, 830.1670, 830.1750 & 830.1800. 
Unpublished Study by Brazos Associates, Inc.; 
1806 Aubwn Drive; Carrollton, TX 75007-1451. 6 pages 
and 6 pages. 

Besser, B. D. (2003). "Product Chemistry ofGoki/aht 
Spot·On F-2829". Guideline Numbers 61-1 to 6 1·3, 
62-1 to 62·3, 63·2 to 63-21. Unpublished Study by 
McLaughlin Gormley King Company; 8810 Tenth Avenue 
North; Minneapolis, MN 55427. 8 pages. 

Jackson, M.A. (2004). "Sergeant's Cyphenothrin 
Squeeze-On For Dogs Waiver Request ji'om the 
Requirement to Conduct an Acute Inhalation Study-
870.1 300". Unpublished Study (Request) by Brazos 
Associates, Inc.; 1806 Auburn Drive; Carrollton, TX 
75007-1451. 6 pages. 

Page 1 of I 

46303801 

46303802 
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EXponenr 

July 19, 2005 

George LaRocca 
Product~anager 13 
Registration Division 
U.S. Environmental Protection Agency 
Office of Pesticide Programs 
Document ProceSsing Desk 
1801 South Bell Street 
Room 266A, Crystal Mal I 2 
Arlington, VA 22202 

Subject: Meeting Minutes 
Project No. WD00758.000 

Dear Mr. LaRocca; 

ExpononC 
C7JO R.hodo hl:md Ave .• NW 
Suite 1100 
W>lhing!Oil, DC lOOJ6 

telephone ~o~-77l-4YOO 
f~esimile ~Ol•772-4!n9 

www.expone>tt.CO>n 

On behalf of our client Sergeant's Pet Care Products, Inc. (2637 South 158th Plaza, Suite I 00, 
Omaha, Nebraska 68130-1703, EPA Company Number 2517), Exponent is submitting meeting 
minutes from our July 13, 2005 meeting with the Agency. 

__ If you have any questioris, please contact me at (202) 772-4932. 

L 

J mcs Messina 
Authorized Representative of 

Sergeant's Pet Care Products, Inc. 

Enclosures (I) 

cc: Bob Scharf, Sergeant's 
Larry Nouvel, Nouvel & Associates 
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EXponent" 

Attendees: 

Name 
Linda DeLuise 
Bvron T. Backus 
M~rita Collantes 
LarJ}'_Nouvel 
Mark Suarez 
Bob Scharf 
Jim Messina 
Canie Daniels 
Thomas A. Miller 
George LaRocca 

Sergeaot's/EPA Meeting Minu tcs 
July 13, 2005 

10:00 A.M. 

Or2anization 
EPA/RD 
TRB/RD 

OPPIHED 
Nouvel Inc./Sergeant's 

EPNRDIIB 
Ser~eant's 

__________ .P3_Eoncnt 
Exponent 
VRRC 

EPA/RD/IB 

E:<poneo< 
1730 R.hotl~ Island Ave., NW 
Suiu' 1100 
Wo.hing;~on.DC >OOJ6 

1ekphone ~oo-nz-4goo 
f~c.imile .:lll2-77l-~979 

www.expono<ll.~om 

Phone Number 
703-305-5428 
703-305-1968 
703-305-7085 
469-233-2854 
703-305-0120 
402-938-7000 
202-772-4932 
202-772-4916 
360-582-0985 
703-670-8050 

The meeting was opened with introductions and a sign-in sheet was passed around. Bob 
Scharf gave a general overview of Sergeant's Pet Care and the importance of the pending 
spot-on products to their business. He further explained the need to obtain registrations 
as soon as possible, so they can compete in the fall2005 retail-planning season for Spring 
2006 sales. Mr. Scharf also explained that Sergeant's is developing the active ingredient 
cyphenothrin with the idea of replacing their existing pennethrin based product line. The 
purpose of this is based on the fact that pennethrin's risk cup is overflowing and it is 
anticipated that uses will be affected in the near future. 

Cypbenothrin Shampoo Products for Dogs 

The first products discussed in detail were the cyphenothrin shampoo products, which 
Sergeant's is developing. A major question in the product development is what efficacy 
data is needed to support label claims. The Agency stated that efficacy data and claims 
must be more than a few hours, specifically more like l-2 weeks. Sergeant's confirmed 
that they are seeing residual efficacy of l-2 weeks and that they are continuing to develop 
data. Another related question was, on what criteria should they base the mosquito 
efficacy data? Typically in the past, the Agency wanted to see repellency (or no 
landings) of mosquitoes. Today the industry, "including Sergeant's, is moving towards 
lack of blood meals in female mosquitoes to con.fim1 that dogs are not being bitten. This 
is due in part to new product formulations, which are less volatile than previous 
repellants. Older repellents released more vapor that was effective in preventing 
landings. New formulations are less volatile and work by preventing feeding. The 
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Agency agreed that repellency is stili used for human products but they wili consider lack 
of blood meals for dogs (pets). The Agency recommended that Sergeant's submit a 
protocol, preliminary data, and a label for review. Mr. Suarez wili review it and discuss 
it with the Registration Division (RD) and respond to Sergeant's. We asked what the 
typical review timeframe is for a protocol and the Agency stated that it takes a few weeks 
to complete. 

The efficacy discussion lead to the recently received data evaluation record (DER) for the 
cyphenothrin companion animal safety study. Dr. Backus discussed the toxicological 
effects that were observed in one study and the fact that these effects were not observed 
in any other study. He stated that this must be addressed. Sergeant's stated that some of 
the effects are not fully explainable. There is one study that effects were observed in; 
however, there are several other efficacy studies at the same dose level or higher that 
were submitted to EPA and that did not demonstrate any of these effects. It was agreed 
that Sergeant's will submit a written response to EPA for review, which will include a 
discussion of the available data, effects observed by dose level, dose level confinnation, 
and other supporting information (including references to the studies on file with EPA). 

Cypbenothrin Spot-On for Dogs (2517-lN and 2517-IL) 

The next issue discussed was the two pending applications under 251 7-IN and 251 7-IL. 
The Health Effects Division (I·IED) is currently working on its risk assessment and plans 
to complete it in the next few months. Sergeant's asked ifthere was a more definitive 
time estimate for completion, as they need to have registrations early this fall to be able 
to compete in the 2006 use season. This is based on the fact that many retailers start 
plarming their spring inventories during the fall. The EPA stated that they would 
complete the review and register the products before the end of2005. They stated that it 
is possible that they might be registered earlier but that they could not commit to any 
specif1c date . 

Cypbenothrin + Methoprene Squeeze-On for Dogs 

The next product discussed was our recent submission (June 2005) of the Cyphenothrin + 
Methoprene Squeeze-On for Dogs (2517-0N). Sergeant's explained that this application 
was submitted as a new end-use product with a 6-month review timeframe; however, the 
Agency reclassified it to an 18-month review timeframe based on the two pending spot­
on applications. We explained that the only new data associated with this submission are 
product chemistry data and we have cited previously submitted data for the other 
requirements. We further explained that the previously submitted data was generated on 
a combination product that contained cyphenonthrin, pyriproxyfen, and methoprene, so 
that it would support the registration of the various fonnulations. We then discussed the 
options we have available. The first option is to withdraw the pending application and 
resubmit it once the Agency approves the two pending applications. We will then fit into 
a 6-month review schedule. The second option is to leave the application in EPA with 
the idea that the Agency will review the product chemistry data in a timely manner and 
register the product soon after it registers the two pending applications. The Agency 
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agreed that the second option is probably the better of the two. Ms. Collantes (HED) 
requested that we send a copy of the product label so that they can include it in the risk 
assessment they are conducting. It was agreed.that a label will be submitted via email 
and we confirmed that the application rate and uses are identical to what HED is already 
assessing. 

Sergeant's Equine Spot~On (2517-84) 

The next product discussed was the recently registered Sergeant's Equine Spot-On (2517-
85). Sergeant's thanked EPA for the registration but stated that the product is not 
marketable with the limited claims the Agency approved. Sergeant's explained that there 
are not any clear guidance or protocols available to conduct equine efficacy data. They 
stated that the data submitted to EPA in support of this registration compared their 
product against an EPA registered positive control. In all cases, Sergeant's products 
performed equally or better than the EPA registered positive control. Sergeant's further 
explained that the EPA registered positive control makes claims that Sergeant's had to 
remove from its label. lt was agreed that Sergeant's would submit a written response to 
EPA explaining the comparison data in more detail and requesting that EPA allow 
additional label claims comparable to those on the currently registered product. It was 
also agreed that Sergeant's plans to conduct additional efficacy to expand the label 
claims. It was agreed that this additional data could be generated within an appropriate 
timeframe (estimated at 18 months) in order to allow testing during the typical use 
season. Sergeant's agreed to submit a protocol to EPA for the additional work, so that 
the Agency can review and comment on it. The Agency agreed to review this 
information and respond to Sergeant's 

Competitive Product 

The last topic of discussion related to a competitor of Sergeant's. It has come to 
Sergeant's attention that a competitor is withdrawing one of its cat spot~on products due 
to toxicity issues. It is ·understood that the phase-out on this product is underway. 
Sergeant's has learned that this competitor may be actively marketing an unregistered 
replacement pesticide product and that their competitor is announcing to the trade that it 
has an agreement in place with EPA to review the replacement product in a 45-90 day 
timeframe. Sergeant's wanted to know if this is tme and if there is anything that can be 
done about the active marketing of an unregistered pesticide product. The Agency stated 
that they could not discuss the specifics but that there is an agreement with one of 
Sergeant's competitors. No additional infom1ation was discussed. 

Sergeant's thanked EPA for taking the time to meet with them and then the meeting was 
adjourned. 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

May20, 2005 

OPP Decision Number: D-345654 
EPA File Symbol or Registration Number: 2517-IL 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

Producl Name: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS 
EPA Receipt Date: 29-Jun-2004 
EPA Company Number: 2517 
Company Name: SERGEANT'S PET CARE PRODUCTS, INC. 

• STEVEN E. ROGOSHESKE 
SERGEANT'S PET CARE PRODUCTS, INC. 
D/B/A SERGEANT'S PET PRODUCTS 
1479 W POND RD 
EAGAN, MN 55122-

SUBJECT: Receipt of Registration Service Fee Voluntary Payment Notice 

Dear Registrant: 

The Office of Pesticide Programs has received your Notice ofintent to Submit Voluntary 
Payment for the action described below. 

jl The Action has been re-classified as Action Code: R26.4 

NEW USE;NON-FOOD;INDOOR; 

Payment in the amount of $4,000 has been received. No additional payment is due 
for this action. 

If you have any questions, please contact the Pesticide Registration Service Fee Ombudsman 
at (703) 305-6249. 

Sincerely, 

Lois Rossi, Director 
Registration Division 



*Product ingredient source information may be entitled to confidential treatment* 

Hi John, 

Linda 
Arrington/OC/USEPA/US 

05119/05 04:08PM 

To John Jamula/DC/USEPA/US@EPA 

cc George LaRocca/DC/USEPAIUS@EPA 

bee 

Subject Re: Fw: EPA File Symbol 2517- IU, IN, IL. Change PRIA 
code~ 

The managers decided that no additional money would be required tor these actions. Therefore 
please reduce the fee to $4000.00 so that the time can start. 
- -· An new bill can be sent that saying tha no 

Thanks 

Linda Arrington 
Registration Division 
703 305 6249 
703 305 6920 {fax) 

John Jamula/DC/USEPA/US 

Linda, 

John 
Jamula/DC/USEPAIUS 

05118/2005 09:01 AM 

To Linda Arrington/DC/USEPA/US@EPA 

cc 
Subject Re: Fw: EPA File Symbol 2517 -IU, IN, IL . Change PRIA 

code@ 

2517-IN and 2517-IL have been changed. 2517-IU has not been changed, and is due today. 

Revised bills have not been sent.. ... Let me know when to send them.... Also; for the next 
several weeks, I will be reviewing contract proposals. During that time, please send revised billing 
requests to Bob. JJ. 

Linda Arri ngtoniDC/ USEPA/U S 

Linda 
Arrington/ DC/US EPA/ US To John Jamula/DC/USEPAIUS@EPA 
05118/05 07:36AM cc 

Subject Fw: EPA File Symbol 2517-IU, IN, IL · Change PRIA code 

JJ, 

Per George's note, please change 2517-IN and 2715-IL to R26. Please do not send a new bill yet, 
we need to make the category change today because the action is due today under the wrong 
code. 
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*Product ingredient source information may be entitled to confidential treatment* 

Thanks. 

Linda Arrington 
Registration Division 
703 305 6249 
703 305 6920 (fax) 
·····Forwarded by linda Arrington/DC/USEPA/US on 05/18/2005 07:28AM ..... 

George 
LaRocca I DC/ US EPA/US To linda Arrington/DC/USEPA/US@EPA 
05/12/2005 03:35 PM cc 

Subject Fw: EPA File Symboi2517·1U, IN, IL ·Change PRJA code 

Linda· I spoke with Jim Messina and he has agreed to the change in PRIA code to R-26 for 
2517·1N and IL. Keep 2517 -IU the same since it is not affected by the residential risk asesment. 
Thanks. 

George LaRocca, PM 13 
Insecticides Branch 
Registration Division 
Office of Pesticides Programs, US EPA 
703-305·61 00 
Iarocca .george@epa.gov 
Visit: http://www.epa.gov/pesticides/ 

..... Forwarded by George LaRoccaiOC/USEPA/US on 05/12/2005 03:28PM ..... 

George 
LaRocca/OC/US EPA/US To Linda Arrington/DC/USEPA/US 
05112/2005 08:21 AM cc Marion Johnson/OC/USEPA/US@EPA 

Subject EPA File Symboi2517·1U, IN, ll· Change PRIA code 

Hi Linda · I just received confirmation from HED that the subject end use products are considered 
new uses, non-food indoor actions under R-26 rather than R-31. This is consistent with the action 
code a to the 

you like. Thanks. 
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*Product ingredient source information may be entitled to confidential treatment* 

DATE OUT: 03/FEB/2005 FE 
FEE: PRODUCT CHEMISTRY REVIEW OF: Manufacturing-Usc [ ] End-Use Product [X] 
DP BARCODE:D305951 EPA RECEIVED DATE:27/JULI2004 FILE SYMBOLIREG:2517-IL 
PRODUCT: Sergeant's Cyphenothrin Squeeze-On For Dogs MRlDs #463038-01 & -02 ACTION R31 
COMPANY: Sergeant's Pet Care Products. Inc. NON-FOOD USES [X] DECISION NO.: 345654 
PPC NUMBER OF THE TGAI IN THE PRODUCT: 129013 

FROM: Sami Malak, Chemist ,~l/?~~· 
Technical Review Branch/RD (7505C) <;~ 0 '2. ~0 3 r t9:;s ..--

TO: 13 George LaRocca/Linda DeLuise 
Insecticide Branch/RD (7505C) 

INTRODUCTION: 

In a Jetter dated 16/JUN/2004. Brazos Associates, Inc. an agent for the applicant requested 
registration of subject product. In support of this action. the applicant included product chemistry 
data. a proposed label EPA received on20/JUN/2004. a proposed basic CSF dated 16/JUN/2004, 
Formulator's Exemption. Certificate with respect to Citation of Data, and data Matrix .. 

FINDINGS: 

la. The subject product was produced by a non-integrated formulation system, meaning that 
the active~ in the product is registered. The product contains 40% Cyphenothrin, 
Reg. No.--. 

lb. The subject product, an insecticide, is intended for insect control infesting dogs and 
puppies older than 12 weeks. 

2a. The applicant should be advised to submit product chemistry data requirements pertaining 
to the storage stability (GRN 830.6317) and corrosion characteristics (GRN 830.6320) 
identified in this memorandum as data gaps. 

2b. Except for the data gaps in Finding 2(a) above, the submitted/referenced product chemistry 
data is adequate and support registration of subject product. 

3. Adequate analytical method is available for enforcement. The method was previously 
submitted and reviewed in connection with registration of the technical sources, 
Cyphenothrin, Reg. No.-

4. The label claim nominal concentrations of 40% Cyphenothrin is consistent with that in the 
submitted basic CSF dated 16/JUN/2004, both are in compliance with the regulations ofPR 
Notice 91-2. Further, the storage and disposal statement and the physical or chemical 
hazards statement are in compliance with the regulations of 40CFR§l56.78. 

5. The proposed basic CSF dated 16/JUN/2004, was filled out correctly in compliance with 
the regulations of PR Notice 91-2. Further, the upper and lower certified limits are within 
the standard limits of 40CFR§ 158. 175(b)(2). All ingredients claimed in the CSF are 
cleared for use in pesticide formulations intended for non-food uses. 

CONCLUSIONS: After resolving Findings 2(a) above, the TRB will have no objections for 
registration of subject product. 
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*Product ingredient source information may be entitled to confidential treatment* 

2 

REVIEW OF PRODUCT CHEMISTRY DATA: 

1. A statement of data confidentiality dated 16/JUN/2004 was included with this submission 
claiming confidentiality of some of the submitted data on the basis of its falling within the 
scope of F1FRA§l0(d)(1)(A), (B), or (C). Review of CBI data has been removed to 
Confidential Appendix A. 

2. A GLP statement dated 23/JUN/2004 was included with this submission to the effect that 
some of the submitted studies were conducted in compl iance with the GLP requirements 
of 40CFR§160. 

DATA SUBMITTED 

Group A, Series 830-Product Identity, Composition, and Analysis (40 CFR 155, 160, 162, 
167, 175 & 180) 

830-1550 Product Identity and Composition 

This product contains one registered technical grade of an active ingredient plus cleared inert 
ingredients intended for non-food uses (refer to product's basic CSF dated 16/JUN/2004). 

830.1600 Description of Materials Used to Produce the Product: 
Refer to Confidential appendix A. 

830-1650 Description of Formulation Process: 
Refer to Confidential appendix A. 

830-1670 Discussion of Formation of Impurities: 
Refer to Confidential appendix A. 

830-1700 Preliminary Analysis: 
Refer to Confidential appendix A. 

830-1750 Certified Limits: 
Refer to Confidential appendix A. 

830-1800 Enforcement Analytical Method: 

Adequate analytical method is available for enforcement. The method was previously submitted 
and reviewed in connection with registration of the technical sources, Cyphenothrin, Reg. No. -
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Identity, Composition, Formulation. and Analysis, Subgroup A. Series 830.1550 to 
830 1800 f40 CFR 158 155 to 158 180) . . . 

r-, .• • ~~ R, ·"- NO.(GRN_R30. V~itle Data Full IVIRi"l No. 

. 1550 Product identity and composition y 463038-01 

. 1600 Description of materials used to produce the product y 463038-01 

.1650 Description of formulation process y 463038-01 

.1670 Discussion of formation of impurities y 463038-01 

.1700 Preliminary analysis y 463038-01 

.1750 Certified limits y 463038-01 

.1800 Enforcement analytical method y 463038-01 

Ph~sical and Chemical Proncrties1 Subgroun B~ Series !SJU.6302 to -830.7300 (40 UR 
158 190) . 

Guideline Reference NO.(GRN Data Value or Qualitative Description MRIDNo. 
830.)ffitle Fulfilled 

.6302 Color y Clear golden yellow. 463038-02 

. 6303 Physical state y Liquid . 463038-02 

.6304 Odor y Sharp sweet smell, slightly 
irritating. 

463038-02 

.6314 Oxidation/seduction: NA Does not contain an oxidising or 
Chemical incompatibility reducing agents. 

. 6315 Flammability/flame y >200°F . 463038-02 
extension 

.6316 Explodability NA Not considered to be explosive. 

.6317 Storage stability G 

.6319 Miscibility y Completely miscible in aromatics, 
petroleum distillates and alcohols. 
Immiscible in water. 

463038-02 

.6320 Corrosion G 
characteristics 

.6321 Dielectric breakdown NA lt is not recommended for use 
voltage around electrical equipment 

. 7000 pH NA Insoluble in water . 

.7100 Viscosity y 94.5 cps@ 23°C. 463038-02 

. 7300 Density/relative y 1.076@ 20°C . 463038-02 
density/bulk density 

E:-plnoatinns: V .. The Nquirem<:nts were fulfilled; N:: The rcquireotents nnt fulfilled; N/A = Notopplicable; C =Data gap; U .. Requires 
upgrading; I= lncomplcJc or in progress; W =Waived. 
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4 

Confidential Appendix ~ 

830-1600 Description of Materials Used to Produce the Product: 

One registered technical grade of an active ingredient plus cleared inert ingredients intended for 
non-food uses (refer to product's basic CSF dated 12/0CT/2004). 

830-1670 Discussion of Formation of Impurities: 

The applicant reported no impurities .2:_0.1% by weight were known to be formed during 
formulation and storage of the product. There was no chemical reaction in the process. 

830-1700 Preliminary Analysis: 

The submitted results of preliminary analysis agree with the label claim nominal concentrations 
of the active ingredients in the product. 

830-1750 Certified Limits: 

The applicant reported the same certified limits as those in product's CSF, a basic formulation 
dated 16/JUN/2004. 

cc:S. Malak and Cemral File (Reg. No. 2517-IL). 
7505C: RD:TRB:CM-2:Rm.268:s.m.03/FEB/2005:703-308-9365: < 2517-IL> . 
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[MASTER CARTON/PACK LABEL- FRONT PANEL] 

Sergeant's Cyphenothrin 
Squeeze-On For Dogs 

•• •• •• • • • 

..... 
• • •••• 
•••• • • • •• • 

• . . .. ( 

• • • . ...... . .. 
• DO NOT USE ON CATS [Box/Icon witb Cat Image and Cross-Out] : • •• • 
[ • Pleasant Fresh Scent [ or][Fragrance]] .. :.. • •••• 
[• Flea& Tick Control for Dogs & Puppies 12 weeks old and older]... ..:. 
[ • ?? {?? -dependent on applicator size and quantity in market package w • ..... • 

"e.g.3, 6 or 12 Months"} Supply][ For Dogs Weighing Up To?? Lbs.] : .. . 
[ • Three Way Protection [Kills fleas, ticks, and mosquitoes]] [for up to 42 diysj" 
[per application] 
[ •Three Way Protection to [Kills fleas, ticks, and mosquitoes]] 
[ •3 Way Protection! Kills ticks, & mosquitoes] 
[• Extended Protection] [[42-Day] [6 Week] [Flea ,Tick & Mosquito 
Treatment] 
[• 42-Day Flea and Tick Control] 
[• For Dogs & Puppies (Over 12 Weeks of Age) Less than !Sibs.] 
[• For Dogs & Puppies (Over 12 Weeks of Age) 15 to 33 lbs.] 
[• For Dogs & Puppies (Over 12 Weeks of Age) 33 to 66lbs.] 
[• For Dogs & Puppies (Over 12 Weeks of Age) 66lbs and Over) 
[• Three Applications {for cartons with 3 applicators}.] and/or [4-1/2 Month 

Supply] or [18 Week Supply] 
[•For Dogs [less than !Sibs.] or [15 lbs. to 33lbs.] or [33lbs. to 66lbs.] or [66 

lbs. and Over] 
[ • Best if used year round!] 
[• Kills & Repels Fleas Up to [6 weeks], [42 days!] 
[• Kills & Repels New Fleas in less than 1 hour!] 
[ • Kills & Repels New Ticks in less than 3 hours!] 
[ • Kills & Repels 95% of Fleas and Ticks [and continues to work for up to six 
weeks] 
[ • Kills 99% of Fleas one day after application] 
[• Prevents ticks from attaching and feeding within 3 hours after application] 
[ • 9S% efficacy against ticks for up to[6 weeks] [ 42 days] 
[ • Kills and Detaches Ticks] 
[• Kills over 9S% ofTicks] · 
[• Easy to Use Application] 
[ • Specially Formulated for Dogs and Puppies] 
[ • Patented Technology [combines effectiveness with gentleness!]] 
[ • 42 Day Protection!] 
[ • Monthly Calendar Stickers Inside!] 
[• Kills Mosquitoes for up to [30 days!] [42 days!] 
[• Kills Mosquitoes (vector ofWestNile Virus) for up to [30 days] [42 days!] 
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[ • Protects Against Blood Feeding by Mosquitoes (vector ofHeartworm) For 
up to [30 days!] [42 days!] 
[ • Kills & Repels Ticks for Up to [ 42 days],[6 weeks]!] 
[• Kills & Repels Deer Ticks (vectorofLyme Disease) for up to [ 35 days!] [ 42 

days!] 
[• Kills & Repels Ticks (Including Deer Ticks) for up to [35 days!] [ 42 days!] 
[• Kills & Repels Brown Dog Ticks [(Rhipicephalus sanguineus)] for up to 

42 days!] 
[ • Kills & Repels American Dog Ticks [(Dermacentor variabilis)] for up to 
42 days!] 
[• Apply every [42 days], [6 weeks]!] 
[• 42 Days Flea and Tick Treatment!] 
[• Kills &Repels Fleas and Ticks for up to 42 days!] 
[• Kills & Repels Mosquitoes that are vectors of West Nile Virus,] 
[• Waterproof formula.] 
[• Dogs can be bathed 24 hours after squeeze~on is applied] 
[ • Continues to work 50% longer than other leading brands] 
[ • Longest lasting, quick acting] 

[• May contain graphics illustrating product use, e.g., dog with a drop 
falling onto its neck from a vial on front, side, or back carton label and/or 
applicator labeling.] 

[ ] -Denotes Optional Statements and/or Images that May be Used on Front, 
Back or Side Label Panels . 

ACTIVE INGREDIENTS: 
Cyphenothrin (CAS# 39515-40-7) ...................... 40.0% 
OTHER INGREDIENTS: .................................. 60.0% 
TOTAL: ............................................................. 100.0% 

KEEP OUT OF REACH OF CHILDREN 
CAUTION 

See [Back][or][Side] Label Panel[s] for Additional Precautionary Statements 

NET CONTENTS: [THREE][SIX][TWELVE]l.O ml Tubes 
[THREE][SIX][TWELVE]l.S ml Tubes 
[THREE][SIX][TWELVE]3.0 ml Tubes 
[THREE][SIX][TWELVE] 4.5 ml Tubes 
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[MASTER CARTON/PACK LABEL· BACK/SIDE PANELS] 

Sergeant's Cyphenothrin 
Squeeze-On For Dogs 

[DO NOT USE ON CATS] [Box/Icon with Cat Image and Cross-Out] 

READ ENTIRE LABEL BEFORE EACH USE. 
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE. 

DO NOT USE ON CATS 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS AND DOMESTIC ANIMALS 

CAUTION: Harmful if swallowed or absorbed through skin. Causes moderate eye irritation. 
Avoid contact with eyes or clothing. Wash thoroughly with soap and water after handling. 
FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies under 12 weeks of age. 
Consult a veterinarian before using this product on debilitated, aged, medicated, pregnant, or 
nursing dogs. Consult a veterinarian before using on dogs with known organ dysfunction. DO 
NOT USE ON CATS.or animals other than dogs. Cats that actively groom or engage in close 
physical contact with treated dogs may be at risk of serious hannful effects. Sensitivities may 
occur after using ANY pesticide product on pets. If signs of sensitivity occur bathe your dog 
with a mild soap and rinse with large amounts of water. If signs continue, consult a veterinarian 
immediately. 

FIRST AID 

lf in eyes • Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
• Remove contact lenses, if present, after the first 5 minutes, then continue 
rinsing eye. 
• Call a poison control center or doctor for treatment advice. 

If swallowed • Immediately call a poison control center or doctor. 
• Do not induce vomiting unless told to do so by the poison control center 
or doctor. 
• Do not give any liquid to the person. 
• Do not give anything by mouth to an unconscious person. 

If on skin or • Take off contaminated clothing. 
clothing • Rinse skin immediately with plenty of water for 15-20 minutes. 

• Call a poison control center or doctor for treatment advice. 
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HOTLINE NUMBER 
Have the product container or label with you when calling a poison control center or doctor, or 
going for treatment. You may also contact 1-800-224-PETS [ or][x-xxx-xxx-xxxx] for 
emergency medical treatment information. 

NOTE TO PHYSICIAN OR VETERINARIAN 
Treat patient symptomatically 

DIRECTIONS FOR USE 
It is a violation of Federal law to use this product in a manner inconsistent with its labeling. 
DO NOT USE ON CATS. Maybe toxic and potentially fatal if applied to or ingested by cats. 

How to apply: Remove product tube from package. Holding tube with top end pointing up and 
away from face and body, snap or cut off top end. Invert tube over dog and use open end to part 
dog's hair. Squeeze tube firmly to apply all of the solution to the dog's skin, as directed below. 
Repeat application may be made if necessary, but do not apply more often than once every 4 
weeks. 

For Dogs Weighing 15 lbs. and Under: {For cartons containing 1.0 ml applicator tubes} 
Apply one tube (1.0 ml) as a spot or stripe to the dog's back between the shoulder blades. 

For Dogs Weighing Between 15 and 33 lbs. {For cartons containing 1.5 ml applicator 
tubes) 
Apply one tube (1.5 ml) as a spot or stripe to the dog's back between the shoulder blades. 

For Dogs We-ighing Between 33 and 66lbs. {For cartons containing at least two 1.5 ml 
applicator tubes, or at least one 3.0 ml applicator tube} 
[Apply two tubes (1.5 ml) as a spot or stripe to the dog's back between the shoulder blades and 
apply the second tube as a spot or stripe to the dog's back directly in front of the base of the tail.} 
-or- [Apply one tube (3.0 ml) as a continuous stripe on the dog's back starting between the 
shoulder blades and ending directly in front of the base of the dog's tail.} 

For Dogs Weighing 66lbs. and Over: {For cartons containing at least tbree 1.5 ml 
applicator tubes, or at least one 4.5 ml applicator tube} 
[Apply the first tube (1.5 ml) as a spot or stripe to the dog's back between the shoulder blades 
and apply the contents of the other two tubes (1.5 ml each) along the dog's back extending to 
directly in front of the base of the tail. J -or- [Apply one tube ( 4.5 ml) as a continuous stripe on 
the dog's back starting between the shoulder blades and ending directly in from of the base of 
the dog's tail.] 
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[MASTER CARTON/PACK LABEL· BACK/SIDE PANELS] 
. 

STORAGE AND DISPOSAL 
STORAGE: Do not remove tube from the pack until ready to use. Store in a cool (below 

· 25°C) dry place inaccessible to children and pets. Do not refrigerate. Protect from direct 
sunlight. 
DISPOSAL: If empty: Do not reuse this container. Place in trash or offer for recycling if 
available. If partly filled: Call your local solid waste agency or 1-800-CLEANUP for 
disposal instructions. Never place unused product down any indoor or outdoor drain. 

[Sergeant's Cyphenothrin Squeeze-On For Dogs is an effective and easy to use product.) 
[Sergeant's Cyphenothrin Squeeze-On For Dogs has demonstrated that greater than 95% 
control of fleas and ticks are killed within one day of application.] [As with all flea and tick 
control products, Sergeant's Cyphenothrin Squeeze~On For Dogs should be used as part of a 
program aimed at reducing flea populations in the dog's environment (bedding, carpets, kennel, 
yard).J [Consult your retailer for program recommendations.] 

[www.sergeants.com] MADE IN 
USA 

[Sergeant's is committed to providing high quality products. If you have questions or comments 
about this product, please write: Sergeant's Consumer Response; P.O. Box 540399; Omaha, NE 
68!54-0399.] 

• [Satisfaction Guaranteed!] [Please return for a refund if not completely satisfied!] 

• [fu Case of Emergency, cal11-800-224-PETS.] 

[WARRANTY: SERGEANT'S PET CARE PRODUCTS, INC. MAKES NOW ARRANTY OF 
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR OTHERWISE, 
EXPRESSED OR IMPLIED, CONCERNJNG THIS PRODUCT OR ITS USES WHICH 
EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL CONDITIONS IN 
ACCORDANCE WITH THE STATEMENTS MADE ON THIS LABEL.] 

Made in the USA For: 
Sergeant's Pet Care Products, Inc. 
Omaha, NE 68130 
EPA Reg. No. 2517 -XX 
EPA Est. No. XXXXX -XX -XXX 

[BAR CODE AREA] 
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[TUBE/ APPLICATOR LABEL] 

FRONT PANEL-

Sergeant's Cyphenothrin Squeeze-On For Dogs, [Box/Icon with Cat Image and Cross-Out], 
[l.O ml] or [1.5 m!J or [3.0 ml] or [4.5 ml], Active Ingredients: Cyphenothrin 40.0%; Other 
Ingredients: 60.0% 

BACK PANEL-

READ DIRECTIONS/PRECAUTIONS BEFORE USING. 
CAUTION: KEEP OUT OF REACH OF CHILDREN 
EPA REG. NO. 2517-XX 

Revised 06!1 6/2004: 
S:\Main\Scrgeant's Pet Products\Labels\Sergeant's Cyphenothrin Squeeze-On For Dogs. 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

June 30, 2004 

PLEASE RETURN A COPY OF THIS LETTER WITH PAYMENT 

OPP Decision Number: D-345654 
EPA File Symbol or Registration Number: 2517-JL 

OFFICE OF 
PREVENTIO~. PESTICIDES Al'llD 

TOXJC SUBSTANCES 

Product Name: SERGEANTS CYPHENOTHRJN SQUEEZE-ON FOR DOGS 
EPA Receipt Date: 29-Jun-2004 
EPA Company Number: 2517 
Company Name: SERGEANT'S PET CARE PRODUCTS, INC. 

MARLA K. JACKSON 
BRAZOS ASSOCIATES, INC 
SERGEANTS PET CARE PRODUCTS, INC. 
1806 AUBURN DRIVE 
CARROLLTON, TX 75007-1451 

SUBJECT: Receipt of Registration Application Subject to Registration Service Fee 

Dear Registrant: 

The Office of Pesticide Programs has received your application for registration. If you 
submitted data with this application, the results of the PRN-86-5 screen will be communicated 
separately. During the admini-tive screen, the Office of Pesticide Programs has determined 
that this Action is subject to a Pesticide Registration Service Fee as defined in the Pesticide 
Registration Improvement Act. 

The Action has been identified as Action Code: R31 

NEW PRODUCT;NON-FAST TRACK (INCLUDES REVIEWS OF PRODUCT 
CHEMISTRY;ACUTE TOXICITY;PUBLIC HEALTH PEST EFFICACY); 

Please remit payment in the amount of: $ 4,000 to: 

By USPS: 
USEPA Washington Finance Center 
Pesticide Registration Service Fee 
PO Box 360277 
Pittsburgh, P A !52 51 
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By Courier: 
U.S. EPA Washington Finance Center 
Pesticide Registration Service Fee 
C/0 Mellon Client Service Center 
500 Ross Street, Room 670 
Box 360277 
Pittsburgh, PA 15251·6277 
Attn: EPA Module Supervisor 
Telephone: (412) 236-2294 

All pa;ments must be in United States currency by check, bank draft, or money order 
dra\vn to the order of the Environmental Protection Agency. To ensure proper credit, please 
write the OPP DECISION NUMBER on your check, and enclose a copy of this letter with your 
payment. 

You may be eligible for a full or partial waiver of the registralion service fee if, for example, 
you qualify as a small business or are applying for a minor use. or if your application is solely 
associated with an IR-410lerance petition. Please be advised that if you intend to request a 
\ltaiver, you must do so in writing within 15 days of receipt of this invoice instead of remitting 
the amount indicated above. OPP will not consider waiver requests after the registration service 
fee has been paid. Infonnation regarding eligibility and how th request and document a fee 
waiver is available on the OPP Fee for Service web site at wwv.·.epa.gov/pesticides/fees. 

If you have any questions, please contact the Pesticide Registration Service Fee 
Ombudsman at (703) 305-6249. 

Sincerely, 

/~..<f.JI~ ~~nt End Procetsfn~ Staff 
Information Resources and Services Division 



Fee for Service 

0 This item is NOT subject to FFS action. Lf d7J7.;J 
"-31 / 

Action Code~ Amount Due: $~6¢~ 

Voluntary Payment Reduction Amount: 

0 0% 040% 080% Original Decision #: 
010% 050% 090% 
020% 060% 0100% 
025% 070% 0 Other D-
030% 075% _.% 

Reviewer: J.- ffi l tt~~ Date: €; (3o (otf 

Remarks: t+r, ~'s -+u k ~ ~ 
/1)-eu; ~ ~ {4. ~h 
~· f'M'~ r'lJ-ecJ x-, 

FFS covet sheet revision 3 91 
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Brazos Associates, Inc.® 
1806 Auburn Drive • Carrollton, Texas 75007-1451 

Phone: 972-939-8390 • Facsimile: 972-939-8370 
E~mail: marla@brazosassociates.com 

June 16, 2004 

Document Processing Desk (REGFEE) 
Office of Pesticide Programs 
U.S. Envirorunental Protection Agency 
Room 266A, Crystal Mall #2 
1801 South Bell Street 
Arlington, VA 22202 

Attn: Mr. George T. LaRocca 
Product Manager Team 13 

Dear Mr. LaRocca: 

RE: Sergeant's Cypheltothrin Squeeze-On For Dogs 
EPA Company Number: 2517 

ooooco 
• • • • • 
•••••• • • •• 
,. II I I 

• • ••••• 

I .•II 

•••• 
•••• • • •• • 

• 
• • • • • • • •• 
' •• • • • I I I I 

• 
•••• • 
I I I I 

•••• • I Ill 

This submission for a new registration is being made on behalf of our client, Sergeant's 
Pet Care Products, Inc. ("Sergeant's"). With this submission, we are utilizing the "Selective 
Method'' of data support and are relying on data developed by Sergeant's as well as data from the 
McLaughlin Gormley King Company ("MGK Company"). 

The above referenced proposed product registration contains the active ingredient, 
Cyphenothrin at 40% a.i. Cyphenothrin is not currently registered for direct application to dogs. 
However, Cyphenothrin is approved under the General Use-Patterns, "Indoors- Pets", as a 
fogger, and spray for treatment of pet bedding, pet sleeping quarters, and pet living quarters for 
control of fleas, ticks, flies and mosquitoes. Such pet treatment uses can be found on approved 
labeling for the following registrations: EPA Reg. No's 1021-1681, I 021-1684, 1 02!-1685, 
1021-1686,1021-1765 and 4822-393. 

As Cyphenothrin is currently approved under the General Use Pattern of "Indoors- Pets" 
for treatments made via foggers or spray, we do not believe the use of Cyphenothrin directly on 
pets ("dogs") would not be meet the definition of a new use as defined in 40 CFR Part !52.3. 
For this reason we believe the appropriate Fee Category is R31 for the Fee Amount of$4,000. 
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1. Company/Product Numbor 2. EPA Product Monogor 3. Propoaod Clotaifi~tion 
2517 ·;;C.t.. George T. LaRocca 

[/]None 0 Restricted 
4. ComponV/Product INamo) PM# 
Ser~eant's Cyphenothrin Squeeze·On for DOSJS 13 

5 . Nemo ond Addra .. of Applicmnt {/ncfud• ZIP Cod•J l~;. .. .t Revefw. In accordance with FIFRA.. ~ 
Sergeant's Pet Care Products, Inc. lbiiQ, my ,-;o..,.,__ -~ ..?,;;d labeling 
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Matla K Jackson 06/16/2004 •••• 
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Mr. George T. LaRocca 
June 16, 2004 
Page2 

Included with this request for a new end-use pesticide registration please find the 
following: 

1. EPA Application for Pesticide Registration (EPA Form 8570-1) 
2. Transmittal DocumenUBibliography of Submitted Data 
3. Letter of Consultant Authorization from Sergeant's Pet Care Products, Inc. 
4. Letter of Data Support from MGK Company 
5. EPA Fonnulator's Exemption Statement (EPA Form 8570-27) 
6. EPA Confidential Statement of Formula (EPA Form 8570-4) 
7. Cenification of Certified Limits of Ingredients 
8. EPA Certification with Respect to Citation of Data (EPA Form 8570-34) 
9. EPA Data Matrix (Agency & Public File Copies)(EPA Form 8570-35) 
10. Five (5) Copies ofProposed Product Labeling 
Three (3) Copies each ofthe following Data/Studies: 
11. Product Properties Data Entitled: "Product Properties Data (Groups "A ") on Sergeant 's 

Cypenothrin Squeeze-On for Dogs". OPPTS Test Guidelines: 830.1550, 830.1600, 
830.1620, 830.1650, 830.1670, 830.17 50 and 830.1800. 

12. Product Properties Data Entitled: "Product Chemistry of Gokilaht Spot-On F-2829". 
OPPTS Test Guidelines: 61-1 to 61-3, 62-1 to 62-3 and 63-2 to 63-21. 

13. Acute Inhalation Study Data Waiver Request Entitled: "Sergea1Jt's Cyphenothn·n 
Squeeze-On for Dogs Waiver Request from the Requirement to Conduct Acute Inhalation 
Data- 870.1300". OPPTS Test Guideline: 870.1300. 

We trust you will find everything in order with this submission. Should you have any 
questions or need additional information please do not hesitate to contact us. 

Sincerely, 

Marla K. Jackson 
Agent for Sergeant's Pet Care Products, Inc. 

cc: Mr. Lany Nouvel - Nouvel & Associates, Inc. 
Ms. Caryn Stichler - Sergeant's Pet Care Products, Inc. 

94 
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TRANSMITTAL DOCUMENT 
BIBLIOGRAPHY OF SUBMITTED DATA 

Submitter: Sergeant's Pet Care Products, Inc. 
2637 South 158'" Plaza, Ste. 100 
Omaha, NE 68130-1703 

Product Name: Sergeant's Cypenothrin Squeeze-On for Dogs 
"Application for New Product Registration" 

• EPACompanyNumber: 2517 

Transmittal Date: June 16, 2004 

• 

Volume Data Description 

1 of 3 Jackson, M. K. (2004). "Product Properties Data 
(Group "A') on Sergeant's Cyphenothrin Squeeze-

MRIDNumber 

On for Dogs". OPPTS Test Guidelines 830.1550,830.1600, 
830.1620,830.1650, 830.1670,830.1750 & 830.1800. 
Unpublished Study by Brazos Associates, Inc.; 

2 of3 

1806 Auburn Drive; Carrollton, TX 75007-1451. 6 pages 
and 6 pages . 

Besser, B. D. (2003). "Product ChemistryofGold/aht 
Spot-On F-2829". Guideline Numbers 61-1 to 61-3, 
62-1 to 62-3, 63-2 to 63-21. Unpublished Study by 
McLaughlin Gormley King Company; 8810 Tenth A venue 
North; Mhmeapolis, MN 55427. 8 pages. 

3 of3 Jackson, M.A. (2004). "Sergeant's Cyphenothrin 
Squeeze-On For Dogs Waiver Request from the 
Requirement to Conduct an Acute Inhalation Study-
870.1300". Unpublished Study (Request) by Brazos 
Associates, Inc.; 1806 Auburn Drive; Carrollton, TX 
75007-1451. 6 pages. 

Page 1 of 1 



Pet Care Products, Inc. 

March 11, 2004 

Docwnent Processing Desk (COADR) 
Office of Pesticide Programs (7S04C) 
U.S. Environmental Protection Agency 
Room 266A, Crystal Mall 2 
1921 Jefferson Davis Highway 
Arlington, VA 22202-450 I 

Attn: Ms. Lois Rossi, Director 
Office of Pesticide Programs- Registration Division 

Dear Ms. Rossi: 

Subject: Authorized Agents 

~····· • • • • • ... .,. 
• l 

•• .... " 
• • ••••• 

Sergeant's Pet Care Products, Inc. (EPA Company Nmnber: 2517) hereby 
appoints the following party as its primary agent of record to handle all registration 
matters on our behalf before the U.S. Environmental Protection Agency: 

Mr. Steven E. Rogosheske Phone: 651-330..1217 
Rogosheske Consulting Fax: 651-330-1217 
1479 West Pond Road E-mail: srogo@comcast.net 

• ••• • • •••• 
•••• • • • •• • 

• 
•• • • • • • • .. . . 
• • • •••• 

• 
•••• • • .. .,. 
•••• • •••• 

Eagan, MN 55122 -----------· -------
---·------·--· ~ -~ 

Jn a4ditiol}; representatives for the company named below are authorized to 
handle registration matters on behalf of Sergeant's Pet Care Products, Inc. including, but 
not limited to, filing of submissions, direct correspondence with Agency Officials via 
phone. fax, c>mail, etc., responding to or addressing other FIFRA related regu)atory 
issues: 

Brazos Associates, Inc. 
1806 Auburn Drive 
Carrollton, TX 7.5007-1451 

Phone: 972-939-8390 
Fax: 972-939-8370 
E-mail: micbael@bmzosassociates.com 

2637 S. 158th Plaza • Suite 100 • Omaha. NE 69130 • Phone: 402·938-7000 • Fax: 402-938-7099 • www.sorgeants.com : 
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March 11 , 2004 
Ms. Lois Rossi 
Page2 

These appointments and authorization for Agent's supersedes all others as 
previously provided by Sergeant's Pet Care Products, Inc. (D.B.A. "Sergeant's Pet 
Products") and will remain in effect until revoked in writing by our firm. Should you 
have any questions, please do not hesitate to contact me. 

Sincerel: / 4 ~~~~u~ 
Joel Adamson 
Senior Vice President Marketing 

** TOTAL PAGE. 03 '§ 
7 
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1\-lcL..:\.UGHJ ... JN GORMLEY KING COMPANY 

8810 Ti:nthAvenue North • Minneapolis, MN 55427-4319 U.S.A. 
763·544-0341 • 800-645-6466 • Fax763·~37 • www..com 

April5, 2004 

Mr. George LaRocca, PM13 
Office of Pesticide Programs (H7504C) 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Avenue N.W. 
Washington DC 20460-0001 

Subjccl: Letter of Authorization 

Dear Mr. LaRocca: 

... ( .. 
• • • • • 
•• ••• • • •• 
••••• • • ••••• 

•••• • • ••• 
•••• . .. . 
•• • 

• 
•• • • • • • • 
• •• • • • ••• • 

• 
•••• • • •••• 
•••• • •••• 

This letter serves as authorization, in accordance with our agreement with the registtant, to refer to the 
following data subrrutted to EPA for the subject company's registration. 

Product Name: "Sergeant's Cyphcnathrin Squeeze.Qn For Dogs" 
Registrant Name & Address: Sergeants Pet Care Products, Inc. 

2637 South 158th Plaza. Ste. 100 
Omaha, NE 68130.1703 

EPA Company Number: 2517 

• Product Properties Data: Study Titles/Infonnation-

Study Ti tie/Information - Study Title: Product Chemisrcy of Goki laht Spot·On (F-2829): 
Test Guidelines: 61-1 through 63~21; Performing Laboratory: McLaughlin Gonnley 
King Company; Author; Brice Besser; Study No.: GLP-1709. (June 23, 2003) 

Acute Toxicology Data: Study Titles/Information -

1. Acute Oral Toxicity Up and Down Procedure In Rats; MRID No. 46166103 
2. Acute Dermal Toxicity Study in Rats, Limit Test; MRID No. 46166104 
3. Primary Eye Initation Studv in Rabbits: MRID No. 46166105 
4. Prima1y Skin Initation Study in Rabbits: MRID No. 46166106 
5. Dermal Sensitization Study in Guinea Pigs (Buehler Method): MRID No. 46166107 

Although this is authorization to rely on MGK data for the subject company's subject registrntiou, 
absolutely no data of a confidential nature is to be disclosed to them. 

Sincerely, 

Julie B. Schlekau 
Registration Specialist Quality Products Since 1002 98 



*Product ingredient source information may be entitled to confidential treatment* 

&EPA 

\I~Jipllc~•nt·a N11me ard Addre•• 

Sergeanl's Pel Care Products, Inc. 
2637 Soulh 156 Ptata, Sulk1100 
Omaha, NE 68130-1703 

UnltM 

Environmental Protection Agency 
w .. hl~glan, DC 20480 

Formulator's Exemption Statement 
(40 CFR t$2.851 

EPA Frta SVfl\boi/RoQiatratlanNurnoor 

2517-

Pro<fuct Name 

Sergeant's Cyphenolhtin Squoeze·On For Dogs 

Dato of Confldantlel Shltomant of Formulo (EPA Form B!S7().4( 

6116/2004 

As an authorized representative of the applicant for registration of the product identified above, I certify that! 

11) This product contains the following active ingrediont(s): 

Cyphenothrln 

(2) Of these. each active ingredient listed In paragraph (4) Is present solely as tho result of tho use of that active 
ingredient in the manufacturing, formulation or repackaging another product which contains that active Ingredient 
which is registered under FIFRA Section 3, is purchased by us from another producer, and ia labeled for at least 
each use for which my product is proposed to be labeled. 

(3) Indicate by checking (A) or (B) below which paragraph applies: 

(A) An accurate Confidential Statement of Formula (EPA FORM 8570-4) for the above identified product is 
attached to thi& statement. That formula statement indicates, by company name, registration number, and product 
name, the source of the active (ngredient(sllisted in paragraph (1). 

OR 
[J (B) The Confidential Statement of Formula ICSF) (EPA Fonn 8570·41 referenced above and on file with the EPA is 

complete, current, and accurate and contains the Information required on the current CSF. 

The following active ingredients in this product qualify for the formulator's exemption. 

Source 

Actllt'O Ingredient Produot Nome 

C ypher.o!hrln -··- RaGIItrelion Humbtr 

•••••• • • • • • 
•••••• • • •• .. . . "' • • •••• 

• • •••• 
••• t • • • •• • 

•• • • • • • •• 
• • • • • • •••• 

• 
• ••• • • •••• 
• •• • • •••• 

White • fPA oopv 
Yellow· Apt)lloanc c~vg 



Form I OMB No. 2070-0060 

........... 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY ~} 401 M Straet, S.W. • •• • • • • _, 

• • • • • • • • • 
WASHINGTON, D.C. 204SO •••• • • • • • • • • • : : : : • • ·: • • • •• • • • . . . .. . . . . 

Paperwork Reduction Act Notice: The pubic reporting bunton fer lhi& colleCtion of information Is estimated to averaae 1.25 hoors per response for registration 
and 0.25 hours pet response to! reregislmtion and &pedal review actMties. lr.dudlng limo for readlnO the instructions and completing the necessary forms. Send 
commonl:l regarding bunton e&timate or any other a a~ of I Ills collection oflnhlnnation. including suggestion~ for reducing th• Ndwtto: Oii'Detor, OPPE 
Information Management Division (2137). U.S. Environmental Protec11on Agency, 401 M Stroet. S.W.. Wosltlnolon. DC 20460.:. : : ! : 
Do not send lhe compte led form to !his address. • • • • • : 

••• • •• 
Certification with Respect to Citation of Data 

ApplicanrsJRegi~ranfs Name, Address. and Telephone Number EPA Registration Number/File Symbol 
Sergeant's Pel Care Products, Inc.; 2637 S. 158 Plaza, #100; Omaha, NE 58130; 402-938-7000 2517-

Active lnoredientfs} ancJ/Ot reoresentative test comoound(s) Date 
Cyphenolhrin 6/16/04 

Genetal Use Patlem(&) (list aH thoso ci;Jimed for this product1.1$lnQ 410 CF'R Part 158} Product Name 
~ ,., .. .n" for Dogs 

--"""'-"~"·~·" "'~'"'""'""'" 

NOTE: If your product iu 100% repacllaging of another purehosed EPA-reglalored product lllbeled for alllho :.arne u$U on your label, you do not need to 
submit this form. You musl submit lhe Formulator's Exemption Stalemenl (EPA Form 8570·27). 

0 lam responding lOa Data-Call-In NotiCO. and have incluaed wlll11hl$ form a list of companies sent offers of compen~lion (the Data Malrtx lorm should 
be used for this pulj)¢se). 

SECllON 1: METHOD OF DATA SUPPORT (Ched< one metnod ontt) 

0 lamusingthe ci!IHII method of suppat, and llavalncluded wilhlhlsform 0 1 am usng 1he selective methoo of s.upport (or cite-all opVon 
a lisl of rompaoios sent offers o1 compoo&atlon (the Data Malrix form under lhe selective mel hod), and llave included with this form a 
should be used tor this purpose). completed list ol data requirements (lhe Data Matrtx ~ musl be 

usod). 

SECllON II: GENERAL OFFER TO PAY 

IRoquirod il U$lnl} U\t c~aa method or when using the cite-a I option undlll' the I!Gl&dive method to satiSfy OM or moM data ~uifflmenlsl 

D I hereby offer and agree 10 pay compensalbn, 10 other peiSOns, wllh regard to the approval of lhi& <'PPlicalion, lo the extent required bV FlFRA. 

SECTION Ill: CERTIFICAliOt~ 

I cenify that this apphcauon lor fllOlt.ilrallon. this form for rersglslri'ltlon. or lhls Dala-Call·ln response Is supported by all aata submilled or died In the 
appl«:a!lon for l'eiJistrnlion. tho form for reregl&wllon, or the Oeta-Call-ln r0sponse. In addition, if the cit~-all oplion or Cite-aU option under the selectiw method is 
indicated in Section I, this applicallon is supPOrted by all data In the Agency's files that (I) coooem the properties Of effects of lhis product or an Identical or 
substantially sirmar ptOdUct, or one or more of lhe ingredients In I Ills product; and (2) is a typo of dala that would be required to be submitted under !he data 
requirement$ in effect on the dale of approv-.tl ol this appliGatlon If the appiicallon SOU9hlthe initial regislnllioo o1 a jl<Oduct ol ioentical or :ilmilar compo$ilion ana 
uses . 

I certify that for each exclusive use study ciled In suppo:t of this R!{listralion or rereglst'illion. !hal l am the original data submitter or thall havs obtained 
I he written permluion of tho original do !a $ubn1tter lo cite lhiii3MIY. 

I certJ1y that for each study cited In support of this registrnlion or remgistrallon that is not an exclusive use si\Jdy, oilher. (a} I am the original dala 
subm~ter; (b) I have obtained the permissiOn of the original data submitter to use the slucly In support ollhl$ application; (c) all peflOds ol eligitlilily for 
compon~:aL~ have expired lor tho study: (d) the study is In tho public litel'!lturo: or (e) I have notified in writing the company thai slbmilted tho study and have 
oft'efl)d (l) to pay compensotlon to lhe extenl requlrocl by sections 3(e)(1)(F) ancJ/or 3(c)(2)(Bl of FIFRA; and (li) to O>mmence negotiations 10 determine lho 
amount and terms olcomponsadon, if any, lo b& paid for the use oflha &tudy. 

I certify that In alllnstancos where an offer of compcns:~lion it ~uinld, copies of all oKers lo pay compen:;ot!on and evidenc» of their delivery in 
accontanca with tedions 3(c:)(1)(F) andlor 3(c)(2J(B) of FIFRA er& nv~tijable and wl!l be aubmitted to the Agency upon request. Should I fail to produce such 
evidence to tile N;Jerct upon request. I undo~land !hat lhe Agency may initiate action lo deny, cancel or suspend llle reotsllalion o1 my prodl!cl in conformity with 
FIFRA. 

I certify that tho statements ( have rmde on this fonn and all attachments 10 It are true, ac:curato, and complete. I actnowledgo that any 
knowingly false or misleading atatomont may bo punhlhablo by fine or lmprlaonment or botll under appllcablo law. 

OJ ll0 ~8~ ~-~ /'§) Dale Typed cr Prinled Name and Ti~e 

6116/04 
Marla K. Jackson - Agent for 
Ser~eant' s Pet Care .... lnc. 

EPA Fcr1n 8570-34 (9-971 c.-.uo.nm: :Jt) Paper ve~bns Submit only Paper ve~ion. 
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FoonApproval OMB No. 207tJ..OOOO 

~·~· "" " -"~' AGENCY 
401 M Street, S.W. 

Washington, D.C. :Z0460 

Paperwork Reduction Act Notice: The public reporting burden for this colb::tion of information is estimated to average 0.25 hours per response for registratioa !tati\iit~ls and.O~l6 .Ours ~OOse for 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden lstW~ er lny ~ela4ec of this : •: 
collection ofinfonnation, including suggestions for reducing the burden to: Dirtttor, OPPE Information Management Division (2137), U.S. Environmental Pro~ti& A.it!ncy, 4t:u.~et, ~ ~., : 
Washington, DC 20460. Do not send the form to this address 

DATA MATRIX :·· :·, .-. 
Date: 6/16/2004 EPA Reg. No./Filc Symbol: 2517- :. r :-:1 p,.., I of5 

Appli=t's!Re&>istrant's Name & Address: Sergeant's Pet Care Products, Inc. Product: 
2637 South 158"' PIUZ3, Ste. 100 Sergeant's Cyphenothrin Squeeze-On for Dogs 
Omaha, NE 68130-1703 

Ingredient: Cyphenothrin 

Guideline Ref. Number Guideline Study Name MRID Nnmber Snbmiuer Status Note 

Series 830 ~ Produd Tm "' A- Product Identity, Composition, and Analysls of Test Guidelines: 

830.1550 Product Identity and Composition New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1600 of Materials U~ to Produce the Product New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1620 of Production Process New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1650 of Formulation Process New Submission Sergeant's Pet Care Products, Inc. OWN 

' 
830.1670 Discussion of New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1700 Preliminary Analysis Not Applicable. Product is not a technical grade material and product is not 

' 
produced by an integrated formulation system 

830.1750 Certified Limits New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1800 Enforcement Analytical Method New Submission McLaughlin Gormley King Company PER 

Series 830 ~ Product Properties Test Guideline, Group Test Guidelines: 

830.6302 Color New Submission r King' PER 

830.6303 Physical State New Submission yK;ng• PER 

830.6304 Odo< New Submission PER 

s;gnruurel ;1/1{ '"' a. t./)( ) Name & Title: Ag~~Ja K. Jackso~ p, t C:n Date: 
I no 6/1612004 

EPA Fonn ; ('l--97) i/ IP-· S"bm;t' .. , · y.,,;on I 



Fo:m~\'CCIOMB No. 2070.0000 

UNITED STATES ENVJROI'II'MENT AL PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

Paperwork Reduction Act Notiee: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registrauM•acri•i!i~s an~.i5 il;lft"S ~~rise for 
reregistration and special review activities, including rime for reading the instructions and completing the necessary forms. Send comment$ t1:garding the burden~e .. ran)' eJJC: ~r olt}js : •: 
collection ofinformation, including suggestions forreducing the burden to: Director, OPPE lnf011l10ltion Management Division (2137), U.S. Environmental Prole'Qi~n 7\g~ncy, a&lol\i;itreCI, ~.Jh., : 
Washington, DC 20460. Do not send the fonn to this address 

Date: 6/1612004 

Applicant'siRcgistrant's Name & Address: Sergeant's Pet Care Products, Inc. 
2637 South I 586 Plaza, Ste. I 00 
Omaha, NE 68130-1703 

Ingredient: Cyphenothrin 

Guideline Ref. Number Guidenne Study Name 

DATA MATRIX 

E?A Reg. No./File S)mbol: 2517-

Product: 
Sergeant's Cyphenothrin Squeeze..On for Dogs 

MRJDNumber Submitter 

••• •• • • • • • • 

Page I of5 

Note 

Series 830- Product Properties Test Guldellaes, Group A- Product Identity, Composition, and Analysis of Test GuideBnes: 
------------------------------~----~~------~ 

Signature: MaJ2.. t, 

Sergeant's Pet Care P'roduru. Inc. OWN 

Sergeant's Pet Care ?roducts. lnc. OWN 

Sergeant's Pet Care Products, Inc. OWN 

Sergeant's Pet C~ Product.-;, Inc. OWN 

Sergeant's Pet Care Products, Inc. OWN 

Not Applicable. Product is not a 1echnical grade material and product is not 
produced by an integrated fonnul~tion S}'lltem.. 

Sergeant's Pet Care Products, Inc. OWN 

McLaughlin Gonnlcy King Company PER 

MeL:lugblin Gormley King Company pER 

McLaughlin Gonnlcy King Company PER 

McLaughlin Gonnlcy King Company PER 

Name &. Title: Marla K. Jackson 
for Sergeant's Pet Care Products, Inc 

Public File Copy 

Date: 
6/16/2004 
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UNITEDSTA ENVIRONMENTAL PROTECI'ION AGENCY 
401 M Street, S.W. 

Wsshington, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registrati~~i ¥ifi!s anc!.,~.zs Jl~vrs pe-f~p~se for 
reregistration and special review activities, including time for reading the instructions and completing the necessary fonns. Send comments regarding the burden2:S¢mllt4>r'ny ~thef~e~ ~~s: .: 
collection ofinformation, including suggestions for reducing the burden ro: Director, OPPE Information Management Division (2137), U.S. Environmental Protc!ttitln ¥ncy, fQ! ~ ~ft-eet, $ .• vv., : 
Washington, DC 20460. Do not send the form to this address 

DATA MATRIX 

Date: 6/1612004 

Applicant' s!RegistTant's Name & Address: Sergeant's Pet Care Products, Inc. 
263 7 South 1.5 8111 Plaza. Ste. 1 00 
Omaha, NE 68130-1703 

Ingredient: Cyphenothrin 

Guideline Ref. Number Guideline Study Name 

EPA Reg. No.lfile Symbol: 2517~ Page 1 of.S 

Product: 
Sergeant's Cyphenothrin Squeeze-On for Dogs 

MRJDNumber Submitter Note 

Series 830 ~ Product Properties Test Guidelines, Group A -Product Identity, Composition, and Analysis of Test Guidelines: ---------------------------r----.--------; 

Signature: M ~-
EPA Form 8570~35 (9~97) c and Paper versions available. Submit only Paper Version 

Sergeant's Pet Care Products, Inc. OWN 

Sergeant's Pet Care Products, Inc. OWN 

Sergeant's Pet Care Produas, Inc. OWN 

Sergeant's Pet Care Products, Inc. OWN 

Sergeant's Pet Care Products, Inc. OWN 

Not Applicable. Product is nor a technical grade material and product is not 
'PrOduced by an integrated formulation system. 

Sergeant's Pet Care Products, Inc. OWN 

McLaughlin Gormley King Company PER 

McLaughlin Gormley King Company PER 

McLaughlin Gormley King Company PER 

McLaughlin GonnJcy KingCompany PeR 

Name & Title: MarlaK. Jackson 
Agent for Sergeant's Pet Care Products, Inc 

Public File Copy 

Date: 
6/16/2004 
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:lt Form Approv(d OMB No. 1070-0060 

UNITED PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

Papenvork Reduction Act Notice: The public reporting burden for this collection ofinformation is estimated to average 0.25 hours per response for registratio~;~, 5.(0tiv,it1ls and.tf.lS &~urs per.reipaitse for 
and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden Cst~<\1!! ~r lny Qtl\er·~ect ott~s :. : 

I ofinfonnation, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Prote~Q.Ifn Aalncy, 4:fll.M.~t?eet, ~$., • • 
DC 20460. Do not send the fonn to this address 

DATA MATRIX ..... :·! ! • '! 

Date: 6/]6/2004 EPA 2517- :. :· :·:IP,.ol of5 

Applicant's/Registrant's Name & Address: Sergeant's Pet Care Products, Inc. Product: 
2637 South 158lh Plaza, Ste. 100 Sergeant's Cyphenothrio Squeeze-On for Dogs 
Omaha, NE 68130-1703 

C· 

Guideline Ref. Number Guideline Study Name MRID Number Submitter Status Note 

Series 830- Product Properties Test Guidelines, Group A - Product Identity, Composition, and Analysis of Test Guidelines: 

830.1550 Product r. New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1600 of Materials Used to Produce the Product· New Submission -~:~ Pet_Care Products, Inc. OWN 

830.1620 of Production Process New Submission ~ p, Care Products, Inc. OWN 

830.1650 Description of Formulation Process New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1670 Discussion of Formation of Impurities New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1700 Pre] iminary Analysis Not Applicable. Product is not a technical grade material and product is not 
produced by an integrated formulation system. 

830.1750 Certified Limits New Submission Sergeant's Pet Care Products, Inc. OWN 

830.1800 Enforcement Analytical Method New Submission !King' PER 

Series 830. Product Properties Test Guideline, Group B · PbysicaVCbemical Properties Test Guidelines: 

830.6302 Color New Submission McLaughlin Gormley King Company PER 

830.6303 Physical State New Submission McLaughlin Gormley King Company PER 

830.6304 Odo' New Submission McLaughlin Gormley King Company PER 

Signature: ;M..' (). r-ae J Name & Title: Marla K. Jackson Date: 
Agootl Products, Inc 6116/2004 

EPA Form i (I i v and Paper versions I Paper Version Agency Internal Use Copy 
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Form Appro>'el.l OMB No. 2071)..0060 

UNITED 3•a•L3. • , ~ PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of infonnation is estimated to average 0.25 hours per response for 5 io'f". • fo 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the-b.u~cn: 3<3::·: collection of information, including suggestions for reducing the burden to; Director, OPPE Jnfonnation Management Division (2137), U.S. Environmental 

' DC 20460. Do not send the form to this address 

DATA MATRIX ::· :·, ,, 
Date-. 6!1612004 EPA Reg. No./File Symbol: 2517- : .. :· r:1 P•go2 ofS 

Applicant's!Registrant's Name & Address: Sergeant's Pet Care Products. Inc. Product: 
2637 South !58~~> Plaza, Ste. 100 Sergeant's Cypenolhrin Squecz.e-On for Dogs 
Omaha, NE 68130-1703 

Ingredient; Cyphenothrin 

Guideline Ref. Number Guideline Study Name MRIDNumber Submitter \ Status Note 

Series 830- Product Properties Test Guideline, Group 8- Physical/Chemical Properties Test Guidelines - Continued: 

830.6313 Stability to Nonnal and Elevated Tempenuures Metals, and Metal Ions Not Applicable. Not a technical grade product. 

830.6314 Oxidation/Reduction: Chemical Incompatibility Waiver Requested: Product contains no oxidizing/reduction agents. Further, 
product is packaged in small (I to 4.5 ml) containers for single/one time 
application both of which minimize the potential for contact with other 

or materials. 

• 

830,6315 Flanunability New Submission McLaughlin ,K;o .n I PER 

830.6316 Explodability Waiver Requested: Based on flash point of>20I'"F, lack of p<)tentially 
explosive formulation components, and limited package quantity (I to 4.5 
m1) there is no explosive potential. 

83Q.6317 Storage Stability A !-year Stomge Stability Study with 0, 3, 6, 9 and 12 month analysis 
intervals is currently being conducted on behalf of Sergeant's Pet Care 
Products, Inc. by McLaughlin Gormley King Company and will be 
submitted to on completion. 

830.6319 Miscibility Not Applicable. Product is not labeled for nor intended to be mixed with 
petrolewn solvents. 

830.6320 Corrosion Char.tcteristics Test is running in conjunction with Storage Stabilily Study. 

s;goatme ji/A cJ2_ jL. /d C ,) 
Name & Title: Ag~la K. Jackson Date; 

r. In< 611612004 

EPA 5 (9-97) I v I !P'P"V,-,Ion W"' 



UNITEDS'fA ENVmONMENT AL PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is e$tlmaled to avemge 0.25 hours per response for registratiort~ti!(ties ando~.lSi'~!rsP.;_,~Si for 
reregistrerion and special review activities, including time for reading the instructions and completing the nea:ssa.ry forms. Send comments regarding the burden:es11matee>r 3nv •~ter ~ of~s • •: 
c.ollection of in foJ"m\ltion, including suggestions for reducing the burden to: Director, OPPE Information Management Division (213 7), U.s. Environmental ProtCQi~n ~~cy, ~~ M itrees, ~.e\V., • 
Wash ingt~>n, DC 20460. Do not send lhe fonn to !his address 

Date: 6/16/2004 

AppJicant's/Registrant's Name&. Address: Sergeant's Pet Care Products, Inc. 
2637 South I sg• Plu.a, Ste. 100 
Omaha. NE 68130-1703 

Ingredient: Cyphenothrin 

Culdtllae Ref. Number Culdeliue Study Name 

DATA MATRIX 

EPA Reg. No./File S)'Jllbol: 2517-

Product: 
Sergeant's C~othrin Squeer..e-On for Dogs 

MRIDNumber Submitter 

••• •• • • • ••• 
Page 2 of5 

Note 

Series 830- Product Properties Test Guideline, Group B- PhysitaVChemical Properties Test Gutdcllnu -Continued: 

Not Applicable. Not a technical grade product. 

Waiver Requested: Product contains no oxidizing/reduction agents. Farther, 
producr is packaged in small (I to 4.5 ml) containers for single/one time 
appliC31ion both of which minimize the potential for contact with oilier 
products or materials. 

McLaughlin Gormley King Ccmpany 

Waiver Requested: Based on flash point of>20 I "f, Jack of potentially 
explosive formulation components, and limited package quantity (l to 4.5 
ml} there is no explosive potential. 

A l·year Storage Stability Study with 0, 3, 6, 9 and 12 month analysis 
intervals is currently being conducted on behalf of Sergeant's Pet Care 
Products, Inc. by McLaughlin Gonnley King Company and will be 
submitted to the Agency on completion. 

Not Applicable. Product is not labeled for nor intended to be mixed with 
petroleum solvents. 

Test is running in conjunction with Stonge Stability Study. 

Name & Title: MarlaK. Jackson 
Agent for Sergeant's Pet Care Producrs, Inc 

Public File Copy 

Date: 
6/16/2004 
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UNITEDSTA ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

Form Approved OMS No. 2070.0060 

Papenvork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.2S hours per response for registratio~"'.lfti¥itits ancj, ~.~5 pt~vrs pe' ~se for 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden::sUmll!:.or 'My $)ftle~ ~et <ft~is: •: 
coUection ofinformation, including suggestions for reducing the burden to: Director, OPPE InfOnnation Management Division (2137), U.S. Environmental Prot«1i~n ~ncy,:JVl ~ ~treet, ~ .• W., : 
Washington, DC 20460. Do not send the form to this address 

Date: 6/1612004 

Applicant' s:/Registrant' s Name & Address: Sergeant's Pet Care Products, Inc. 
2637 South 158~~> Plaza, Ste. 100 
Omaha, NE 68130-J 703 

Ingredient: Cyphenothrin 

Guideline Ref. Number Guideline Study N2me 

DATA MATRIX ••••• 

EPA Reg. No./File Symbol: 25 17- Page 2 of 5 

Product: 
Sergeant's Cypenothrin Squeeze-On for Dogs 

MRIDNumber Submitter Note 

Series 830- Product Prope~es Test Guidelint,.Group B- PhysicaVChem.ical Properties Test Guidelines • Continued: 

t only Paper Version 

Not Applicable. Not a technical grade product. 

Waiver Requested: Product contains no oxidizing/reduction agents. further, 
product is packaged in small (I to 4.5 ml) containers for single/one time 
application both of which minimize the potential for contact with other 
products or materials. 

McLaugldm Gormley King Company 

Waiver Requested: Based on flash point of>201 oF, lack of potentially 
explosive formulation components, and limited package quantity ( I to 4.5 
ml) there is no explosive potential. 

A 1-year Storage Stability Study with 0, 3, 6, 9 and 12 month analysis 
intervals is currently being conducted on behalf of Sergeant's Pet Care 
Products, Inc. by McLaughlin Gonnley King Company and will be 
submitted to the Agency on completion. 

Not Applicable. Product is not labeled for nor intended to be mixed with 
petroleum solvents. 

Test is running in conjunction wilh Storage Stability Study. 

Name & Title: Marla K. Jackson 
Agent for Sergeant's Pet Care Products, Inc 

Public File Copy 

Date: 
6/16/2004 
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FonnApprov(d OMB No. 2070..()(}{;0 

UNITED ou•. ".PROTECTION 
401 M Street, S.W. 

· . n.r. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registratio~ ll<i,tivJt't!!"ii and.Cf.:{5 g~s per.rt~se for 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden :st~tf~ ~r any q,tlrle"":ec'l. of tJ-Os : •: 
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Prote11tioo Asl!ncy, .. 01 ~Stteet, ~- W., : • • •• • • , DC 20460. Do not send the form to this address 

DATA MATRIX ••• ' .. • 

Date: 611612004 EPAR~No./File Symbol: 2517- _l: ;• ;•;1 Pogo2 of5 

A pplicant's!Registrant's Name & Address: Sergeant's Pet Care Products, Inc. Product: 
2637 South 158~~> Plaza, Ste. 100 Sergeant's Cypenothrin Squeeze-On for Dogs 
Omaha, NE68130-1703 

Ingredient: 

Guideline Ref. Number Guideltne Study Name MRIDNumber Submitter I Status Note 

Series 830- Product Properties Test Guideline, Group B- PhysicaUChemical Properties Test Guidelines -Continued: 

830.6313 Stability to Nonnal and Elevated Temperatures Metals, and Metal Ions Not Applicable. Not a technical grade product. 

830.6314 Qxidation!R.eduction: Chemical Incompatibility Waiver Requested: Product contains no oxidizing/reduction agents. Further, 
product is packaged in small (I to 4.5 ml) containers for single/one time 
application both of which minimize the potential for contact with other 
products or materials. 

830.63I5 Flammability New Submission McLaughlin Gormley King Company I PER 

830.6316 Explodability Waiver Requested: Based on flash point of>20 I "F, lack of potentially 
explosive formulation components, and limited package quantity (I to 4.5 

[ ml) there is no · I 

830.6317 Storage Stability A 1-year Storage Stability Study with 0, 3, 6, 9 and 12 month analysis 
intervals is currently being conducted on behalf of Sergeant's Pet Care 
Products, lnc}y .McLaughlin Gormley King Company and will be 

, th. on completion. 

830.6319 Miscibility Not Applicable. Product is not labeled for nor intended to be mixed with 
perroleum solvents. 

830.6320 Corrosion Characteristics Test is running in conjunction with Storage Stability Study. 

Sign•Mo !lA cJd_ /L 0 L ( .) Name & Title: MarlaK. Jackson Date: 
Agent for ' Pet Care Products, Inc 611612004 

EPA Form 5 (9-97) ic and Paper versions i i Paper Version Agency Internal Use Copy 
' 
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Form Approv.:d OMB No. 2070-0060 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

D.C. 20460 

Paperwork Reduction Act Notiu: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for ·tic~ 1 p~~l'~~~ 'fo 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the -bu~~A~t; ··: 
collection ofinfonnation, including suggestions forreducmg the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental ~~, 

' . , • 
Washington, DC 20460. Do not send the form to this address 

' DATA MATRIX ::· : : : : 
' Date: 6/16/2004 EPA Rog. I 2517~ : .. :· n p"" of5 

Applicant's/Registrant's Name & Address: Sergeant's Pet Care Products, Inc. Product: 
2637 South 158111 Plaza, Ste. 100 Sergeant's Cypenothrin Squee-.te-On for Dogs 

I Omaha, NE 68130-1703 

! Ingredient: Cyphenothrin 

Guideline Ref. Number Guideline Study Name MRIDNumber Submitter f Status Note 

Series 830- Product Tm •· Test Guideline5 -Continued: 

830.6321 Dicledric Breakdown Voltage Not Applicable. Product is not labeled for use or intended for use around 
electrical equipment. 

830.7000 pH Not Applicable. Product is insoluble in water; thus, not dispersible with 

"""· 
830.7050 UV /Visible Absorption Not Applicable. Product is not a pure active 

830.7200 Melting Poinr!Mehing Rnnge Not Applicable. Product is not a pure or technical grade material. 

830.7220 Boiling Point/Boiling Range Not Applicable. Product is not a pure or technical grade material. 

830.7300 Density/Relative DeiiSity/Bulk Density New Submission McLaughlin Gormley King Company I PER 

830.7370 Dissodation Constants in Water Not Applicable. Product is not a pure active ingredient. 

830.7520 Particle Size, Fiber t • Distribution Not state is a liquid. 

830.7550 Partition r, Mcthod Not Product is not a non·polar organi~_pure active 

830.7560 Partition Coefficient (n-octanollwater), Generator Column Method Not Applicable. Product is not a non-polar organic pure active ingredient. 

830.7570 Partition Coefiicient (n~octanol/water), Estimation by Liquid Not Applicable. Product is not a non-polar organic pure active ingredient. 

Signature: fl1 j)_ k- I t: 1_ Name & Title: Marla K. Jackson Date: 
Agontl 'P" r" lno 611612004 

EPA 'OW (9-97) 

(/ 
available. ···J Paper Version Agency Internal Use Copy 



Form Approv«l OMS No. 207().0060 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

Wa$biogtoo, D.C. 20460 

Paperwork Reductlora Act Notice: The public reporting burden for this collection of information is estimated to average0.25 hours pe1"response for registratiolldti'~;,.and~~)5 ~~ ~se.for 
reregisuation and spe<:ial review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden est:n.e •r any other ~ct o,thts • •: 
collection of information. including suggestions for reducing the burden to: Director, OPPE Information .MW'Iagement Division (2131), u.s. Environmental Protc:C.On X,c!ncy, ~fl.tQ!icet, s~ w., • 
Washington, DC 20460. Do not send the form to this address 

Date: 611612004 

Applicant' s/Registrant's Name & Address: Sergeant's Pet Care ProduCIS, In¢. 
263 7 South 158111 Plaza, Ste. I 00 
Omaha, NE 68130-1703 

lngrr:dient: Cyphenothrin 

Cuidelloe Ref. Number Guideline Study Name 

DATA 1\fATRIX 

EPA Reg. No./FileSymbol: 2517-

Product: 
Sergeant's Cypenothrin Squcezc..On for Dog& 

MRIDNumber Submitter 

••• •• • • • ••• 
Page 3 of5 

Note 

Series 830- Product Properties Test Guideline, Group B • Pbysiai/Chemit:al Properties Test Guidelines • CoDtinued: 

Not Applicable:. Product is not labeled for use or intended for usc around 
electrical equipment. 

Not Applicable. Product is insoluble in water; thus, not dispersible with 
water. 

Not Applicable. Product is not a pure active ingrrx!ic:nt. 

Not Applicable. Product is not a pure or technical gmde material. 

Not Applicable. Product is not a pure: or technical grndc: material. 

McLaughlin Gonnley King Company 

Not Applicable. Product is not a pure active ingredient. 

Not Applicable. Product physical state is a liquid. 

Not Applicable. Product is not a non-polar organic pure a-ctive ingredient. 

Not Applicable. Product is not a non-polar organic pure active ing~edic:nt. 

Not Applit:lble. Product is not a non-polar organic pure active ingredient. 

Name: & T itle: M;.vla K. JllCkson 
for Sergeant' s Pet~ Products, Inc 

Public File Copy 

Date:: 
611612004 
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UNITEDST ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

Form Appro~OMB No. 2070.0060 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response fur registtatioi hti-.ines andAlSilou.rs per.reipoose for 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send collliTICnts regarding the burden &st.Wn~ 6)r !ny Qlftet~ecl ol ~s : •: 
collection ofiilfom-.ation, including suggestions for reducing the burden to; Director, OPPE lnfonnarion Management Division (2137), U.S. Environmental Prote'hi8n ~~ncy, lQ\o M.~f.cct, ~. ~-, : 
Washington, DC 20460. Do not send the form to this address 

Date: 6/1612004 

Applicant's!Registrant' s Name & Address: Sergeant's Pet Care Products, Inc. 
2637 South I 58"' Plaza, Ste. 100 
Omaha, NE 68130-1703 . 

Ingredient: Cyphenothrin 

Guideline Ref. Number Guideline Study Name 

DATA MATRIX 

EPAReg. No./FilcSymbol: 2517- Page 3 of 5 

Product: 
Sergeant's Cypenothrin Squeeze-On for Dogs 

l'ffRID Number Submitter Note 

Series 830- Product Properties Tt5t Guideline, Group B- Pbysic:aliChemical Properties Test GutdellDts -Continued: 

Not Applicable. Product is not labeled for use or intended for use around 
electrical equipment 

Not Applicable. Product is insoluble in water; thus, not dispersible with 
water. 

Not Applicable_ Pr()duct is not a pure active ingredient . 

Not Applicable. Product is not a pure or technical grade material. 

Not Applicable. Product is not a pure or technical gnde material. 

McLaughlin Gonnley King Company 

Not Applicable. Product is not a pure active ingredient. 

Not Applicable. Product physical state is a liquid. 

Not Applicable. Product is not a non-polar organic pure active ingredient. 

Not Applicable. Product is not a. non-polar organic pure active ingredient. 

Not Applicable. Product is not a non-polar organic pure active ingredient. 

Name &. Title: Marla K. Jackson 
Agent for Sergeant's Pet Care Products, Inc 

Public File Copy 

Date: 
6116/2004 

111 
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I UNITED,. A~NV!RONMENTAL PROTECTION AGENCY 
Fonn ApproV<:d OMS No. 2070..0060 

401 M Street, S.W. 
Washington, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registratio~:a~iWtfeS and ~~J.S oo•lJIJ'S per..f,~se for 
reregistration and special review activities, including time forreading the instructions and completing the necessary fomt'i. Send comments regarding the burden lstw-.M ~r a'ny ot~er·a.~ci o£thts : •: 
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Prote~tio·n Aglncy, .cfw.M..S.tfeet, 't. VI., ! 

DC 20460. Do not send the form to this address 

' DATA MATRIX ••• •• . . ~ . • • 
Date: 6/16/2004 EPA Reg. No.fFile 2517~ ; :• ;•:1 P•gd of5 

! Applicant's!Registrant's Name & Address: Sergeant's Pet Care Products, Inc. Product: 

~~:uth !58"' Plaza, Ste. 100 Sergeant's Cypenothrin Squeeze-On for Dogs 
N£68130-1703 

Ingredient: Cyphenothrin 

Guideline Ref. Number Guideline Study Name MRID Number Submitter \ Status Note 

Series 830- Product Properties Test Guideline, Group B- Physieal/Cbemical Properties Test Guidelines -Continued: 

830.6321 Dielectric Breakdown Voltage Not Applicable. Product is not labeled for use or intended for use around 
electrical equipment. 

830.7000 pH Not Applicable. Praduct is insoluble in water; thus, not dispersible with 
water. 

830.7050 UVNisible Absorption Not Applicable. Product is not a pure active ingredient. 

830.7200 Melting Point/Melting Range Not Applicable. Product is not a pure or technical grade materiaL 

830.7220 : Boiling Point/Boiling Range Not Applicable. Product is not a pure or technical grade materiaL 

830.7300 'Do,.ity New Submission McLaughlin r, I PER 

830.7370 Dissociation Constants in Water Not I. Product is not a pure i 

830.7520 Particle Size, Fiber Length, and Diameter Distribution Not I I '"•"''· 
830.7550 Partition Coefficient (n-octano!/water), Shake Flask Method Not i Product is not organic pure active ingredient 

830.7560 Partition Coefficient (n-octanol/water), Generator Column Method Not Applicable. Product is not a non-polar organic pure active ingredient. 

830.7570 Partition Coefficient (n-octano[/water), Estimation by Liquid Not Applicable. Product is not a non-polar organic pure active ingredient 

I Cl 

Signature: fl1 0 k.. j)r" ) Name& Title: MarlaK Jackson Date; 
Agootl 'p, c'" '"' 6/16/2004 

EPA' 5 (9-97) I 

(/ 
"Y . S"bmlt' .. , Agoncy' •Copy 



. . 
Fom~ Appl<l....O or-.m No. 2070.006G 

UNITEDSTA .KN v ~,~ IMtu••nAL PROTECTION A.GENC\' 
401 M Street, S.W. 

Washington, D.C. 20460 

Paperwork Reductioo Act Nodce: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for rcgisttatio~bvarM and 4)~ hlllias pcu·~·se for 
reft:briStration and special review atti\iti es, including time for reading the instructions and complct ing the necessary fonns. Send comments regarding the burden &;~• W aTly oalter a.( o~he.; ! •: 
collection ofinfoiTlllltion, including suggestions for reducing the burden to: Director, OPPE lnform.11ion MMagemcnt Division (2137), U.S. Environmental ProteAiP\ ..t~ftcy, 4\i.'AMet, S~ ~.. : 
Wmhington, DC 20460. Do not send the fonn to this address 

DATAMATIUX ••• •• • • • ! • • 

Date: 611612004 EPA Reg. NoJFile Symbol: 2517- t. ~· _r:l Page4 of5 

Applicant's1Rcg1st:rant's Name & Address-. Sergeant's Pet Care Products, Inc. Product: 
2637 South 158c Plaza, Ste. 100 Sergeant's O;pcnothrin Squeeze-On for Dogs 
Omaha, NE 68130-1703 

Ingredient Cyphcnothrin 

Guldelioe Ref. Number Guideline Study Name MRIDNumber Submitter Status Note 

Series 830- Produrt Properties Test Guideline, Group B- Pbyslui/Chcmlal Properties Test Guidelines - Cootioued: 

830.7840 Water Solubility, Column Elution Method; Shake Flask Method Not Applicable. Product is not a pure active inuooienf. 

830.7860 Water Solubility, Generator Colwm Method Not Applicable. Product is not a pure active ingredient. 

830.7950 Vapor Pressure Not Applicable. Product is not a pure active ingredient. 

Series 878- Health Effects Test Guidelioes. Group A -Acute Todclty Test Guidelines: 

870.1100 Acute Oral Toxicity 46166103 McLaughlin Gormley King Company PER 

870.1200 Acute Dennal Toxicity 46166104 Mclaughlin Gonnlcy King Company PER 

870.1300 Acute Inhalation Toxicity Waiver Requested: Please refer to justification outlined in "Volume 3 of 3 
of Submission" entitled: "Sergeant's Cyphenothrin &jueeze-On for Dogs 
Waiver Request from the Requirelllt!ttC to Conduct Acute Inhalation Data-
870./300" 

870.2400 Acute Eye Irritation 46166105 Mcl..wghlin Gormley King Company PER 

870.2500 Acute Skin Irritation 46166106 Mclaughlin Gormley King Company PER 

870.2600 Skin Scnsitit.ation 46166107 McLaughlin Gonnely King Company PER 

------. 
Signature: f!A.c-a t_/]_(.-./ Name & Title: Marla K. Jackson Date: -· ~gen_!_ for Sergeant's Pet Care ProducL~.Inc 611612004 

EPA Form 8570-35 (9-97) -p and Paper versions available. Submit only Paper Version Agency lntemal Use Copy 
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UNITEDSTA ENVIRO?It"MENTAL PROTECTION AGENCY 
401 M Streot, S.W. 

Washington, D.C. 20460 

Paperwork RedutUou Act Notice: The public reporting burden for this collection of infonnation is estimated to average 0.25 hours per response for registrati011 ~tiwues and.d".lS lOurs eer..-~se for 
reregistration ar.d special review activities, indudingtime for reading the instructions and ccmpleting the necessary forms. Send comments regarding the burden)sW!er Sny Qdiet~l oCthis :.: 
collection ofinforrnation, including suggestions for reducing the burden to: Director, OPPE Information Mltllagemcnt Division (2137), U.S. Environmental Prot~C!n ~&cy, :W.~ ~ ~.. : 
Wasltin.glon, DC 20460. Do nol .send the form to this OOdrcss 

Date: 61 16!2004 

Appticsmt' s/Registrnnt' s Name &. Address: Sergeant's Pet Care Products, Inc. 
2637 South 1586 Plaz.a, Ste. I 00 
Omaha. NE 68130·1703 

Ingredient: Cyphenothrin 

GGideline Ref. Number CuldeTine Study Name 

DATA MATRIX 

EPA Reg. No./File Symbol: 2517-

Product: 
Sergeant's Cj.penothrin Squeer.c-On for Dogs 

MRIDNumber Subrrutter 

••• •• • . . . . . 
Page 4 ofS 

Note 

Series 830- Product Properties Test Guidc:lioe, Group B • PhysitaJ/CbemiW Properties Test GuideliDes ·Continued: 

Not Applicublc. Product is not a pure ~ivc ingJ"(Xiient. 

Not Applicable. Product is not a pure active ingredient. 

Not Applicable. Product is not a pure active ingredient. 

McLaughlin Gonnley King Company PER 

McLaughlin Gormley King Company PER 

Waiver Requested: Please refer to justification outlined in "Volume 3 of 3 
of Submission'' entitled: "Sergeant's Cyphenonthrin Squeeze-On for Dogs 
Waiver Request from the Reqm·rl!tnetltto Conduct.4cute Inhalation Data­
/J70./3Q0H. 

McLaughlin Gormley Ki.ng Cofl'IJlMY PER 

McLaughlin Gonnley King Company PER 

McL:.rughlin Gonw.:ly King Company PER 

Name &. Title: Ml!Tla K. Jackson 
Agent for Sergeant's Pet Care Products, Inc 

Publie File Copy 

Date: 
6/16/2004 

114 
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-- • :I Form Approvt:d OMB No. 2070-00GO 

UNITEDo, .. ~PROTECTION 
401 M Street,s.w. 

Washington, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registratio'\!(j/:iv~t1'~ andV'J.S ~s pcr~~c#lse for 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden ~tM~~r .thy qtfter~Qed ottfCs ! . ! 
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Proteetidh A&~cy, -f!.J.M.~tteel, ~.w., • • 

, DC 20460. Do not send the form to this address 

DATA MATRIX ... ,. ' • 

Date: 6/16/1004 EPA Reg. No./File Symbol: 2517- : :·· ;·;, Pogo4 of5 

Applicant's/Registrant's Name & Address: SergeWlt's Pet Care Products, Inc. Product: 

~s:~th 158.t. Plaza, Ste. 100 SergeWlt's Cypenothrin Squeeze-On for Dogs 
NE 68130-1703 

Ingredient Cyphenothrin 

Guideline Ref. Number Guideline Study Name MRIDNumbcr Submitter Status Note 

Series 830- Product Properties Test Guideline, Group B- PhysicaVChemical Properties Test Guidelines -Continued: 

830.7840 Water Solubility, Column Elution Method; Shake Flask Method Not Applicable. Product is not a pure active ingredient. 

830.7860 Watm Method Not P1oduct is active ingredient. 

830.7950 Vapor Pressure Not Applicable. Product is not a pure active i 

! Series 870- Health Effects Test Guidelines, Group A· A£ute Toxicity Test Guidelines: 

870.1100 Acute Oral Toxicity 46166103 McLaughlin Gormley King CompWly PER 

870.1200 Acute Dermal Toxicity 46166104 McLaughlin Gormley King Company PER 

870.1300 Acute Inhalation Toxicity Waiver Requested: Please refer to justification outlined in "Volume 3 of3 
of Submission" entitled: "Sergeant's Cyphenothrin Squeeze-On for Da!:$ 
Waiver Request/rom the Requirement 10 Conduct A.cUie /nhalmion Daw-
870.1300" 

870.1400 Acute Eye Irritation 46166105 McLaughlin Gormley King Company PER 

870.2500 Acute Skin Irritation 46166106 McLaughlin Gormley King Company PER 

870.2600 Skin Sensitization 46166107 McLaughlin Gormely King Company PER 

s;gn,Mo !if/w., a_ L- /2. ( _/ Name & Title: Marla K. Jackson Date: 
Agent Pet Care Products, Inc 611612004 

tYA Yonn ; (9-97) ~/~dPop" ' . s,bmJ<, I -r •Vmloo Agency , u•' Copy 



UNITEDSTA ENVm.ONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

Form Appi"O'--cd OMB No. 20i().0()6() 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registratiog~~ti'-Qth!s anc~.ct.~ IJ<l'Vs per~"se for 
reregimation and special review activities, including time for reading the instructions and completing the necessary forms. Send commc:ntli regarding the: burden ~~fe"r Joy ~tfld'y~ed of~s :.: 
collection of information, including suggestions for reducing the burden to: Director. OPPE Information Management Division (2137), U.S. Environmental Protetij8n ~ency, IQ~ 1\\Stteet, ~.VII., : 
Washington, DC 20460. Do not send the form to this address 

DATA MATRIX ••••• • 

Date: 6/16/2004 EPA Reg. No./File Symbol: 2517· Page 4 ofS 

Pl'oduct: Applicant's/Registrant's Name & Address: Sergeant's Pet Care Products, Inc. 
2637 South 158., Plaza, Ste. 100 
Omaha, NE 68130·1703 

Sergeant's Cypenothrin Squeeze-On for Dogs 

Ingredieru: Cyphcno1hrin 

Guideline Ref. Number Guideline Study Name MRIONumber 

Series 830- Product Propenles Test Guideline, Group B- PhystcaJIChemical ProperTies Test Guidelines -Continued: 

and Paper versions available. Submit only Paper Version 

Submitter Note 

Not Applicable. PrOduct is not a pure active ingredient. 

Not Applicable. Product is not a pure ingredient. 

Not Applic:ablc:. Praduct is not a pure active ingredient. 

PER 

McLaughlin Gonnley King PER 

Waiver Requested: _Please refer to justification outlined in "Volume 3 of3 
of S11bmission" entitled: "Sergeant ·s Cyphcrsonthrin Squeeze-On for Dogs 
Waiver Request from the Requirement to Conduct Acute inhalation Data· 
870./300" . . 

MeLaughlin.Gormley King Compmy PER 

McLaughlin GonnJcy King Company PER 

McLaughlin Gormely King Company PER 

Name & Title: Marla K. Jackson 
for Pet Care Products, Inc 

Public File Copy 

Date: 
6116/2004 
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~ fonn Appm"'XX OMB No. W/1}.006{) 

UNITED '~" , •~ PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

• •• • • • • 
Papenvork Reduction Act Noth::e: The public reporting burden for this collection ofinfonnation is estimated to average 0.25 hours per response for registrntior:activt~es ~d ti.2f !fut> r.crtest'O~.for 
reregistrntion and special review activities, including time for reading the instructions and completing the neeessary fonns. SCI1d comments regarding the burden ~p~ ~any other ~~ o~~ • •: 

! collection ofinfonnation.. including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Aeeney,41>otoM<Street, S. W., • 
· DC 20460. Do not send the fonn to this address 

DATA MATRIX :·· ;-: :. : 
Date: 6/!6/2004 EPA Reg. NoJFile Symbol: 2517~ : .. :- =-~ P•gd of5 

Apphcant's!Rcgistrnnt's Name & Address: Sergeant's Pet Care Products, Inc. Product: 
~37 South 15810 Plaza, Stc. 100 Sergeant's Cypenothrin Squeeze-On for DQgs 

uh:t. NF.68130..1703 

Ingredient: Cyphenothrin 

Guideline Ref. Number Guideline Study Name MRIDNumber SubnUtter Status Note 

Series 870 ~ Health Effects Test Guidelines., Group F ~ 

870.7200 I Anhnru S,Uoty 46166108 Sergeant's Pet Care Products, Inc. I OWN I 
Series 810 ~Product PerfOTmance Test Guidelines, Jm:ertebrate Control Perfornmnt:e Test Guidelines: 

8!0.3300 Treatments to Control Pests of Humans and Animals: "Efficacy 46166!09 Sergeant's Pet Care Products, Inc. OWN 
Evaluatio11 Against Adult Car Fleas (CTENOCEPHALIDES FEUS), Adult 
Brown Dog Ticks (RHIPICEPHALUS SANGUINEUS), American Dog 
Ticks 
(DERMACENTOR VARIABfJJS), Nymphal Deer 1t&s (IXODES 
SCAPULARfS), and Adult (AEDES AEGYPT/) Mosquitoes on Dogs." 

810.3300 Treatment to Control Pests of Humans and Animals 42614501 McLaughlin Gormley King Company PER 
45086801 
44948301 
4454660! 

Signarure; /VIo..tl/:'-ijC Name & Title: Marla K. Jackson Date: 
Agont I , Pe> c, Products, Inc 6/16/?004 

EPA 5 (9-97) I I ; 
v SW>nut only"'!"' •mlo" -·"~ ·~; Internal ""· 



UNITEDSTA ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

l'onn Awr"oved OMD No. 2070.00U 

• •• • • • • Paperwork Rcduc:tioD Act Notice: The public reporting burden for this collection of infonmrion is estimated to average 0.25 hours per response for regist:mtiot~ Hti~~es ~nd-Ol5 ~'fS ~M~for 
reregistration and special review activities, including time for teading the instructions and completing the nei:eSS3!)' forms. Send comments regarding the burden ;stfm.c er anY. t91her saect ot tif> • •: 
collection ofinfotmation, including suggestions for reducing the burden to; Director, OPPE Information Managemmt Division (2137), U.S. Environmental Prot~~n ~~cy, ~M-S<n:c:t , S. W., • 
Washington, DC 20460. Do not send the fonn to this address 

Date: G/16/2004 

Applicant's!Registrant's Name & Address: Sergeant's Pet Care Products, Inc. 
2637 South l.S86 Piaza, Ste. 100 
Otr.aba, NE 68130-I 703 

Ingredient: Cyphenothrin 

Guideline Ref. Number Guidelin.rSrndyName 

Series 870 - Health Effects Test Guidelines, Group F • Special Studies Test Guidelines: 

870.7200 Complll\ion Animal Safety 

DATA MATRIX 

EPA Reg. No./File Symbol: 2511· Page 5 of.5 

Product: 
Sergeant's Cypenothrin Squeeze-On for Dogs 

MRJDNumber Submitter Note 

46166108 Sergeant's Pet Care Products, Inc. 

Series 810 ~Product Performance Test Guldeliues, Group C -Iavertebntr Con.trol Agent Product PerfOI'IIWite Test Guidelines: 
-----------------------------~----~------~ 
Sergeant's Pet Car~ Products, Inc. OWN 

McLaughlin Gormley King Company PER 

Name & Title: Marla !C. Jackson 
for Sergeant's Pet Care Products, Jnc 

Paper versions available. Paper Version File Copy 

Date: 
6/16/2004 
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UNITEDST El'o'VlRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

FQrm llpprond OMB No. 2()70.()()60 

Pape..Work Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registratio• iu~~:i..-iti;s and4()~l5 ~;lfS ee.,-~t'~sc;. for 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden 4st~~e er any O(~er al!l~Ct Of this •• : 
collection ofinformation, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Prote~~c1n '-g~ncy, .I~J-~Street, S. .//., • 
Washington, DC 20460. Do not send the form to this address 

Date: 6116/2004 

Applicant's/RegistJant's Name & Address: Sergeant's Pet Care Products, Inc. 
2637 South 1581l> Plaza, Ste. 100 

Omaha, NE68J30·1703 

Ingredient: Cyphenothrin 

Cuidelioe Ref. Number Guideftoe Study Name 

Series 870 • Healtb Effects Test Guidelines, Group F • Spedal Studies Test Guidelines: 

870.7200 Companion Animal Safety 

DATA MATRIX 

EPA Reg. No./File Symbol: 2517· 

Product: 
Sergeant's Cypenothrin Squeeze.On for Dogs 

MRJDNumber Submitter 

46166108 Sergeant's Pet Care Products, Inc.. 

••• •• • • • ••• 
• • • • •••• Page 5 of5 

Note 

Series 810- Product Perform:anee Test Guidelines, Group C • Invertebrate Control Agent Product Performance Test Guidelines: 
-----------------------....--~----.-------~ 

Sergeant's Pet Care Products, Inc. OWN 

McLaughlin Gormley King Company PER 

Name &. Title: Marla K. Jackson 
Agent for Sergeant's Pet Care Products, Inc 

Public Copy 

Date: 
611612004 
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~ Form Appm~ed OMB No, 2070-0060 

UNITEDo. , ,~PROTECTION AGENCY 
401 M Street, S.W. 

Washington, D.C. 20460 

Paperwork Reduction Act Notice: The public reponing burden for this collection of information is estimated to average 0.25 hours per response for registratior.:otivit~e~ and4'l~l6 not.s !ieror~lfO:.se for 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden :Sti:m%t ti' ~y Ol~er •a.;ect o:th«> ! •! 
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protcltio~ .&:w::~cy, h.M".&t?eet, s~llf., ! 

, DC 20460. Do not send the form to this address 

DATA MATRIX ;:· ;- ~ • • • 
Date: 6/16/2004 EPA ~-~~:No./File Symbol: 2517- : .. r :-:1 P••" of5 

Applicant's/Registrant's Name & Address: Sergeant's Pet Care Products, Inc. Product: 
2637 South !58th Plaza, Ste. 100 Sergeant's Cypenothrin Squeeze-On for Dogs 
Omaha, NE 68130-1703 

Ingredient: Cyphenothrin 

Guideline Ref. Number GuidetloeStudy Name MRIDNumber Submitter Status Note 

Series 870 -llealtb Effe(:ts Test Guidelines, Group F-

870.7200 r. ' Animal Safety 1 461661 as Pet Care Products, Inc. OWN 

Series 810- Product Performance Test Guidelines, Group C- Invertebrate Control Agent Product Performance Test Guidelines: 

810.3300 Treatments to Control Pests of Humans and Animals: "Efficacy 46166109 Sergeant's Pet Care Products, Inc. OWN 
Evalualion Againsr Adulr Cat Fleas (CTENOCEPHALIDES FELIS), Adulr 
Brown Dog Ticks (RHIPICEPHALUS SANGUINEUS}, American Dog 

""-' 
(DERMACENTOR VARIABJLIS), Nymphal Deer Ticks (IXODES 
SCAPULARIS), and Adult (AEDES AEGYPTI) Mosquitoes on Dogs." 

810.3300 Treatment to Control Pests of Humans and Animals 42614501 McLaughlin Gormley King Company PER 
45086801 
44948301 
44546601 

Signature: ;1/!o4. f:. /)/ d.. Name & Title: Marla K. Jackson Date: 
Agent for Pet Care Products, Inc 6116/2004 

5 (9-97) ; I V omdP•p<<· ; ., ; P•pe< Vo<>lon Agency Use Copy 
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[MASTER CARTON/PACK LABEL- FRONT PANEL] 

Sergeant's Cyphenothrin 
Squeeze-On For Dogs 

•••••• . . -

•••• • • •••• 
•••• • • • .. . 

• 
• • •• • 

• DO NOT USE ON CATS [Box/Icon with Cat Image and Cro,.~] : ' .. ' 
[ • Pleasant Fresh Scent[ or ][Fragrance]] · • : , ", 
[• Flea & Tick Control for Dogs & Puppies 12 weeks old and older!::: • "" 
[ • ?? {?? -dependent on applicator size and quantity in market package - •••• 

• • "e.g.3, 6 or 12 Months") Supply][ For Dogs Weighing Up To?? Lbs.] "" 
[• Three Way Protection [Kills fleas, ticks, and mosquitoes]] [for up to 42 dayfl;" 
[per application] 
[•Three Way Protection to [Kills fleas, ticks, and mosquitoes]] 
[ •3 Way Protection! Kills ticks, & mosquitoes] 
[• Extended Protection] [[42-Day] [6 Week] [Flea ,Tick & Mosquito 
Treatment] 
[• 42-Day Flea and Tick Control] 
[• For Dogs & Puppies (Over 12 Weeks of Age) Less than !Sibs.] 
[• For Dogs & Puppies (Over 12 Weeks of Age) IS to 33 lbs.] 
[• For Dogs & Puppies (Over 12 Weeks of Age) 33 to 66lbs.] 
[• For Dogs & Puppies (Over 12 Weeks Of Age) 66lbs and Over] 
[• Three Applications (for cartons with 3 applicators).] and/or [4-1/2 Month 

Supply] or [18 Week Supply] 
[• For Dogs (less than !Sibs.] or [!Sibs. to 33lbs.] or [33lbs. to 66lbs.] or [66 

lbs. and Over] 
[ • Best if used year round!] 
[• Kills & Repels Fleas Up to [6 weeks], [42 days!] 
[ • Kills & Repels New Fleas in less than I hour!] 
[ • Kills & Repels New Ticks in less than 3 hours!] 
[• Kills & Repels 95% of Fleas and Ticks [and continues to work for up to six 
weeks] 
[• Kills 99% of Fleas one day after application] 
[• Prevents ticks from attaching and feeding within 3 hours after application] 
[• 9S% efficacy against ricks for up to[6 weeks] [42 days] 
[ • Kills and Detaches Ticks] 
[ • Kills over 9S% ofTicks] 
[ • Easy to Use Application] 
[ • Specially Formulated for Dogs and Puppies] 
[• Patented Technology [combines effectiveness with gentleness!]] 
[• 42 Day Protection!] 
[ • Monthly Calendar Stickers Inside!] 
[• Kills Mosquitoes for up to [30 days!] [ 42 days!] 
[• Kills Mosquitoes (vector of West Nile Virus) for up to [30 days] [42 days'] 
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[• Protects Against Blood Feeding by Mosquitoes (vector of Heartworm) For 
up to [30 days!] [42 days!] 
[ • Kills & Repels Ticks for Up to [ 42 days],[6 weeks]'] 
[• Kills & Repels Deer Ticks (vector of Lyme Disease) for up to [ 35 days!] [ 42 

days!] 
[ • Kills & Repels Ticks (Including Deer Ticks) for up to [35 days'] [ 42 days!] 
[• Kills & Repels Brown Dog Ticks [(Rhipicephalus sanguineus)] for up to 

42 days!] 
[ • Kills & Repels American Dog Ticks [(Dermacentor variabilis)] for up to 
42 days!] 
[• Apply every [42 days], [6 weeks]!] 
[ • 42 Days Flea and Tick Treatment!] 
[ • Kills & Repels Fleas and Ticks for up to 42 days!] 
[ • Kills & Repels Mosquitoes that are vectors of West Nile Virus.] 
[• Waterproofformula.] 
[ • Dogs can be bathed 24 hours after squeeze-on is applied] 
[ • Continues to work 50% longer than other leading brands] 
[ • Longest lasting, quick acting] 

[• May contain graphics illustrating product use, e.g., dog with a drop 
falling onto its neck from a vial on front, side, or back carton label and/or 
applicator labeling.] 

[ ] -Denotes Optional Statements and/or Images that May be Used on Front, 
Back or Side Label Panels . 

ACTIVE INGREDIENTS: 
Cyphenothrin (CAS# 39515-40-7) ...................... 40.0% 
OTHER INGREDIENTS: .................................. 60.0% 
TOTAL: ............................................................. 100.0% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 
See [Back][ or][Side] Label Panel[s] for Additional Precautionary Statements 

NET CONTENTS: [THREE][SIX][TWELVE]l.O ml Tubes 
[THREE][SIX][TWELVE]1.5 ml Tubes 
[THREE][SIX][TWELVE]3.0 ml Tubes 
[THREE][SIX][TWELVE]4.5 ml Tubes 
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[MASTER CAR TO NIP ACK LABEL· BACK/SIDE P ANELSJ 

Sergeant's Cyphenothrin 
Squeeze-On For Dogs 

[DO NOT USE ON CATSJ [Box/Icon with Cat Image and Cross-Outj 

READ ENTIRE LABEL BEFORE EACH USE. 
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE. 

DO NOT USE ON CATS 

PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS AND DOMESTIC ANIMALS 

CAUTION: Harmful if swallowed or absorbed through skin. Causes moderate eye irritation. 
A void contact with eyes or clothing. Wash thoroughly with soap and water after handling. 
FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies under 12 weeks of age. 
Consult a veterinarian before using this product on debilitated, aged, medicated, pregnant, or 
nursing dogs. Consult a veterinarian before using on dogs with known orian dysfunction. DO 
NOT USE ON CATS or animals other than dogs. Cats that actively groom or engage in close 
physical contact with.treated dogs may be at risk of serious harmful effects. Sensitivities may 
occur after using ANY pesticide product on pets. If signs of sensitivity occur bathe your dog 
with a mild soap and rinse with large amounts of water. If signs continue, consult a veterinarian 
innnediately. 

FIRST AID 

If in eyes • Hold eye open and rinse slowly and gently with water for 15-20 minutes. 
• Remove contact lenses, if present, after the first 5 minutes, then continue 
rinsing eye. 
• Call a poison control center or doctor for treatment advice. 

If swallowed • Immediately call a poison control center or doctor. 
• Do not induce vomiting unless told to do so by the poison control center 
or doctor. 
• Do. not give any liquid to the person. 
• Do not give anything by mouth to an unconscious person. 

If on skin or ··Take off contaminated clothing. 
clothing • Rinse skin immediately with plenty of water for 15-20 minutes. 

• Call a poison control center or doctor for treatment advice. 
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HOTLINE NUMBER 
Have the product container or label with you when calling a poison control center or doctor, or 
going for treatment. You may also contact 1-800-224-PETS [ or][x-xxx-xxx-xxxx] for 
em~rgency medical treatment infonnation. 

NOTE TO PHYSICIAN OR VETERINARIAN 
Treat patient symptomatically 

DIRECTIONS FOR USE 
It is a violation ofFederallaw to use this product in a manner inconsistent with its labeling. 
DO NOT USE ON CATS. May be toxic and potentially fatal if applied to or ingested by cats. 

How to apply: Remove product tube from package. Holding tube with top end pointing up and 
away from face and body, snap or cut off top end. Invert tube over dog and use open end to part 
dog's hair. Squeeze tube firmly to apply all of the solution to the dog's skin, as directed below. 
Repeat application may be made if necessary, but do not apply more often than once every 4 
weeks. 

For Dogs Weighing 15 lbs. and Under: {For cartons containing 1.0 ml applicator tubes} 
Apply one tube (1.0 ml) as a spot or stripe to the dog's back between the shoulder blades. 

For Dogs Weighing Between 15 and 33 lbs. {For cartons containing 1.5 ml applicator 
tubes} 
Apply one tube (1.5 ml) as a spot or stripe to the dog's back between the shoulder blades. 

For Dogs Weighing Between 33 and 66 lbs. {For cartons containing at least two 1.5 ml 
applicator tubes, or at least one 3.0 ml applicator tube} 
[Apply two tubes (1.5 ml) as a spot or stripe to the dog's back between the shoulder blades and 
apply the second tube as a spot or stripe to the dog's back directly in front ofthe base of the tail.] 
-or- [Apply one tube (3.0 ml) as a continuous stripe on the dog's back starting between the 
shoulder blades and ending directly in front of the base of the dog's tail.] 

For Dogs Weighing 66lbs. and Over: {For cartons containing at least three 1.5 ml 
applicator tubes, or at least one 4.5 ml applicator tube} 
[Apply the first tube (1.5 m!) as a spot or stripe to the dog's back between the shoulder blades 
and apply the contents ofthe other two tubes (1.5 ml each) along the dog's back extending to 
directly in front of the base of the tail.] - or- [Apply one tube ( 4.5 ml) as a continuous stripe on 
the dog's back starting between the shoulder blades and ending directly in from of the base of 
the dog's tail.] 
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[MASTER CARTON/PACK LABEL • BACK/SIDE PANELS] 

STORAGE AND DISPOSAL 
STORAGE: Do not remove tube from the pack until ready to use. Store in a cool (below 
25°C) dry place inaccessible to children and pets. Do not refrigerate. Protect from direct 
sunlight. 
DISPOSAL: If empty: Do not reuse this container. Place in trash or offer for recycling if 
available. If partly filled: Call your local solid waste agency or 1-800-CLEANUP for 
disposal instructions. Never place unused product down any indoor or outdoor drain. 

[Sergeant's Cyphenothrin Squeeze-On For Dogs is an effective and easy to use product.) 
[Sergeant's Cyphenothrin Squeeze-On For Dogs has demonstrated that greater than 95% 
control offle'as and ticks are killed within one day of application.) [As with all flea and tick 
control products, Sergeant's Cyphenothrin Squeeze-On For Dogs should be used as part of a 
program aimed at reducing flea populations in the dog's environment (bedding, carpets, kennel, 
yard),) [Consult your retailer for program recommendations.] 

[www.sergeants.com] MADE IN 
USA 

[Sergeant's is committed to providing high quality products, If you have questions Or comments 
about this product, please write: Sergeant's Consumer Response; P,Q, Box 540399; Omaha, NE 
68154-0399.] 

• [Satisfaction Guaranteed!) [Please return for a refund if not completely satisfied!) 

[In Case of Emergency, calll-800-224-PETS.] 

[WARRANTY: SERGEANT'S PET CARE PRODUCTS, INC. MAKES NO WARRANTY OF 
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR OTHERWISE, 
EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS USES WHICH 
EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL CONDITIONS IN 
ACCORDANCE WITH THE STATEMENTS MADE ON THIS LABEL] 

Made in the USA For: 
Sergeant's Pet Care Products, Inc. 
Omaha, NE 68130 
EPA Reg. No. 2517 -XX 
EPA Est. No. XXXXX -XX -XXX 

[BAR CODE AREA] 
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[TUBE/ APPLICATOR LABEL] 

FRONT PANEL-

Sergeant's Cyphenothrin Squeeze-On For Pogs, [Box/Icon with Cat Image and Cross-Out], 
[1.0 ml] or [1.5 ml] or [3.0 ml] or [4.5 ml], Active Ingredients: Cyphenothrin 40.0%; Other 
Ingredients: 60.0% 

BACK PANEL-

READ DIRECTIONS/PRECAUTIONS BEFORE USING. 
CAUTION: KEEP OUT OF REACH OF CHJLDREN 
EPA REG. NO. 2517-XX 

Revised 06/16/2004: 
S:\Main\Sergeant's Pet Products\Labels\Sergeant's Cyphenothtin Squeeze-On For Dogs. 
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